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U.S. ENVIRONMENr Al PROTECTION AGENCY 
Office of Pesticide Programs 
Reg' tralion D,vision (7505C) 
1200 P nns1'rvat1la A\•8., W 

Washington, D.C. 20460 

NOTICE OF PESTICIDE: 

(under FIFRA, as amended) 

JL Registration 
_ Reregistration 

ame and Address of Regislran1 (inciude ZIP Cooe): 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro NC 27419 

EPA Reg, Number. Date of 

100-902 APR I 2 2000 

Term o l lSSlJ.8008: 

Conditional 

Name of Pesticide Product: 

Emamectin Benzoate 
Technical 

Note: Changes ,n labeling differing In substance from !hat aoceplec! in connection with his r99lstraiion mus b8 subm1lled to and acoepl.8d by 11'18 
Reg·stt,:nion Div (>,on prior to use of the label in commerco. In any cOC'respondenoe on this product always ref Of to lhe above EPA reg'stration number. 

On the ba-si!; of informal ,or furr ,shed by tne regisirant, lhQ above nan-.,d pas icide Is hereby rcgistemd,'rereg,sterecl under tha Federal ln~ cticrde, 
fungicide a 1d ffodc:mi 'de Act. 

Regis ralton ,s · n no way tr: bQ constr'IJ!.ld a-s an endorsement or 'ecommcnoation of h prodvr.t by the Agency. In oroer to pro eel health e.mJ the 
environment , ilul Adminislra1or. cm 11 ,s motio , ay at any time suspand or cancel he roglstra'.ion of a paSllcide ,n accordar.oe with the Act. T e 
ar.ce'j)t3nr.e of any n?.ma In o::i noctrnn wilh 1he rngis ration of a ;,rod Jct uridcr tnis Act is no! to be co trued as givi'f'lg lhe registrant .i 119tit to eitclusive 
use of tne r.arne LJ( c, 1s> usa If i ha:; been r.ovcred lJy others. 

The above product was conditionally registered on 5/19/99 with an expiration date of 
5/1 /02 . One of the conditions of registration of the initial products was that the registrant 
must conduct an estuarine/marine invertebrate life-cycle study (OPPTS GLN 850.1350). 
The registration dead line was extended until 5/1/06 to allow for submission and review of 
this study. The study included in the analysis of pome fruit as a new use. The study was 
classified as "supplemental" but since lt provides enough information for a risk analysis it 
has been determined to satisfy the gu ideline requirement. Since the data requirements for 
the original registration have been satisfied the time limitation of the registration is 
removed with th is registration notice. 

Signature of Apprcv ng Olficlal: 

Thomas C. Harris, Biologist 
lnsecticide-Rodenticide Branch 
ReQistration Division (7504C) 

EPA Fonn 8570-6 

Date: 

APR I 2 2006 
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U.S . ENVIRONMENTAL PROT CTIO AGENCY 
Office of Pesticide Programs 
Registration !),vision (7505C) 
1200 P1snnsy ania Ave., W 

Washing1on, D.C. 20460 

NOTICE OF PESTIClOE: 
..L Registration 

(under FIFRA. as amended) 
_ Reregistration 

Name and Address of Registrant (lr,clude ZIP Code): 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

EPA Reg. Numbe . Date o1 

100-902 APR I 2 2006 

Term of Issuance: 

Conditional 

Name of Peslicide Product: 

Emamectin Benzoate 
Technical 

Note: Changes in la:ieiing dliferil'IQ In substance from lhal aooepted in (;()nnectiOn with tins registration rnJst be submitted to and accepted IJ.y the 
Reglstr.ilion DiYision prior to U!;e of he label in oommefce. In any oorrespoodence on this product always refer to the above EPA reglslration number. 

On ti"le b;isis of ·nfCYma1iOn iurn1sllod by tM rngistrarf, t a~ove 11 rn.ed pesticide is hereby regiStC'l'edlr regist11rcd i.1r.der the Federal lnsev'1-,c1do, 
r U"'lg,ctdc lld RodenlidClc Act. 

f{esistrat,.on is ·n no w,1y to be construed :is an endorsement or recommendation of lhi:s product IJy tho Agency, In orctec 10 pro eci health and the 
e.nvironm!!nt, the Adminii;trator, on h,s motio , y at any lime suspend ot cancel lhe registra:ion of a pa::;1/cida in accordance wilh the Act. The 
acceptance o' an~· n:.,m/il ii 0.1 ne,ction wi!h 1h~ registration of a product undF;r this Act ,s 01 to be construed as givi g !he re1,1strant a r1gh1 to S•d1.1sive 
use or 1"'8 name or tu its 1,;sti if It has been coveced !Jy otners 

The above product was conditionally registered on 5/19/99 with an expiration date of 
5/1/02. One of the conditions of registration of the lnitial products was that the registrant 
must conduct an estuarine/marine invertebrate life-cycle study (OPPTS GLN 850 .1350). 
The registration deadline was extended until 5/1/06 to allow for submission and review of 
this study. The study included in the analysis of pome fruit as a new use. The study was 
classified as "suppl.emental" but since it provides enough information for a risk analysis it 
has been determined to satisfy the guideline requirement. Since the data requirements for 
the original registration have been satisfied the time limitation of the registration is 
removed with this registration notlce. 

S'1Qr\3ture of Approving Official: 

Thomas C. Harris, Biologist 
I nsecticide-Rodenticide Branch 
Reqistration Division (7504C) 

EPA Form 8570-6 

APR l 2 20li 
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MEETING 
NOTES 

date: '"llv1 /f) 6 
f I 

attendees: 

1) ~~ purpose: ~> jYI l'-(IIU s .fr~ 

I location : q/f'~ 

ACTION ITEMS: t •\ S'J,-- ,_J;, f\1,'l ~ ,.,_ tf(,-,q_ g.e£.;t;,-- 1J-- 'e/71}- 1,_/,, ·I'-"'- ,£,,t;._ 

I~ \~ A~ 

\ I~ R wJL ~ "7 T# ➔cb 

NEXT MEETING: 

NOTES: 
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Oear Tom, 

carolyn.brinkley@syngenta.c 
om 
03/3~/2006 01 :48 PM 

To Thomas HarrisJDC/USEPNUS@EPA 

simon.chivers@syngenta.com, tim.pastoor@syngenta.com, 
cc charles.breckenridge@syngenta.com, 

amechi.chukwudeDe@syngenta.com 

bee 

Subject Emamectin Inhalation Study Questions - EPA Meeting Not 
Needed 

When we requested a meeting with HED to discuss this study, we had concerns about achieving low 
inhalation chamber concentrations of emamectin, using technical grade emamectin . We were not sure 
that we could reliably achieve low concentrations and were eager to discuss alternatives so that we could 
get on with the study. However, we now believe that we can achieve low concentrations of emamectin 
based upon results from our ongoing project with abamectin and we don't believe the meeting 
scheduled for April 4th is needed. 

• We would nppreeiate HED'~ response regarding the accept:1biJity of th d,u· le\·els anti the strain of 

mou e that we iutentl to use in thjs smdy vVe think this can be handled via e-mail or via a conference call 
with HED if ne.cessary. 

• Since we can't begin the study until wc have HED' reply, do you think it would be pos ib1 lo han their 

r~~pon'\e within th next week'! 

• We in ten Ii to u c the tandard protocol for a 90-da~ inhalation study. A copy oflhe prolcocol is 
attached for reference <<MM0234-Protocol-Main-V1 .doc>> 

• We plan to u c technical em.imecti11 at concentrations of 0.1, 0.5, and 2.5 ug/L. These levels 
are anticipated to produce effects (nasal turbinate histopathological changes and clinical signs) at 
a the high concentration (2.5 ug/L) and no effect at the lowest concentration (0.1 ug/L). 

• We intend to use the currently available wild type CF-1 mouse, as supplied by Charles River 

Laboratories, which was used in the 5-day preliminary inhalation toxicity study. Attached is 
a brief document that summarizes the history of th is strain in avermectin toxicity testing, the 
polymorphic nature of the p-glycoprotein (p-gp) coding gene in this strain, and the ramifications of 
p-glycoprotein status on avermectin toxicity testing . 
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«EMAMECTlN choice of CF-1 mouse strain v2.doc» 
H 

lfHED has any questjons or comm nts about the dose levels or the rationale for strain selection, please let me 
know. We can set up a telephone conference if needed. 

Thanks for forwarding this to HED. We will await HED's response before starting the study. 

Carolyn F. Brinkley 
Sr. Regulatory Product Manager / Insecticides 
Syngenta Crop Protectio11, Inc. 
P.O. Box 18300 
Greensboro, NC 27 419-8300 

Phone: (336) 632-2838 

Fax: (336) 292-6374 

Ema II: carolyn.brinkley@syngenta.com MM0234-Protocol·M~in-V1 .doc EMAMECTIN choice of Cf-1 mouse sttail v2.doc 



------------------- ---- - ---------~~~ -~--~ -- ~-- ~~ ~ - ~ 

Pages 7-9*Claimed confidential by submitter*



Pages 10-34 - *Access to FIFRA health and safety data is restricted under FIFRA section 
10(g)*
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Tom, 

Rick Whiting/DC/US EPA/US 

03/21/2006 03;2'9 PM 

To Thomas f-llarris/DC/USEPA/US@EPA 

cc 

boc 

Subject Re: elCUi~e tox reviews; emamectiri~ 

Here is what I found: 

100-902 Technical - previ,OLIS EPA Reg. No. 618~108, - I found two MRID Nos. referencing a number of 
studi,es conducted 011 rats & mice. The studies were reviewed by HED. 

4274 
3612 

4400 
7915 

~ 

La.nkas, G. (1992) L-656:;748: Acute Oral and Intravenous Toxidty Studies in. Mice 
and Rats: TT #88-043-0, 88-2569, 88-2581, 88-2595 : Lab Project Number: 
618-244-TOXOS. Unpublished study preparod by lvlerck & Co .• fuc. Merck Research 
Lahs. 32 p. 

La1:1kas, G. 0994) L-656,748: Acute Oral Toxicity Study in Rats: Amended Report: 
Lab Project umber: 88-043-0. Unpublished study prepared by Merck Institute for 
Therapeutic Resear,ch. 29 p. 

TXA 011 31 0. pdf 

100-903 Denim {!:C) - previous EPA Reg. No. 618~ 107 
100-904 Proclaim (G) - p,evious EPA Reg. No. 618-108 

In additiori to the two MRIIDs listed above, I found three addliuiorta! MRID Nos. These studies were 
reviewed by CD PR. 

4385 
OU2 

Bagdon, W. (1994) lvfK-0244 EC (Ir-656,748-049C): Acute Ocular Irritation Study in 
Rabbits: lab Project Number: TT# 94-25 ] 7. Unpublished study prepared by Merc.k 
Research Labs .. 19 p. 

4386 Labbe, R. (1994) JVlK.-0244: An Acute Inhalation Range-Finding: and Toxicity Study 
8101 in the Albino Rat Lab Project Nmnher: TT #93-9011 '. 906428. Unpublished study 

prepared by BfoResearch Labs. Ltd. 187 p. 

4386 Labbe, R. ( ·1994) MK-0244: An Acute .Inhalation Toxicity Study in the Albino Rat 
8102 Lab Project Number: TT #93-9017: 90901 : 906428. Un.pub1ishcd study prepared by 

BioResearch Labs., Ltd. 147 p. 

61'8-00106. wpd 618-00107. wpd 

I don't kriow if thfs rs of any 1use to you but I noticed that Uil,e title of the HED review was for 618-EUP-RU 
and that TRB had a document for 618-EUP-14. The citation for the study reviewed is as foHows; 

4386 Bagdon,, \V. ( 1994) MK.-0244 (L--656,748-052S): Acute Dermal Toxicity Study in 
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9401 Rats: Lab Project Number: TT #94 9 2918. Unpublished study prepared by Me:rck 
Research Labs. 27 p. 

6UH:l!JIP'-lil0014.wpd 

Rick Whiting 
IEPA/OPPTS/OPPlRID/TRB 
(703) 305-5473 
whiting. nick@epa .g1ov 



37

I u£i de.. ;;.; £13 /~-e!J 

&~ . qr7 p,;1· 'l?;i"t,v✓ 

• - · · - - · ■ 

(ti 
--------

UNLTI!D STATES, ENVIRONM!N'\tAL PAOTECTIO,N AGENCY 
WASHtNOTON', G.C. 204'0 

10Fl'l~ Of 
l'RIYlilllflON, ffltlC'IDI'& AND 

lOXl~ :i.UB&tAllllCES 

81TNIO!'I Ema-.ectinJ MK•012.4 ,4\ JC: In•ectieide; 61B•EUP-RU: pp 
f JG04,2 39 1 T•mpora:r:y 'l'Ol•ranaea far MK-02 4 ii and its 
Photoprodu.cts at O.025 ppm in/on Cole crops {Cabbage, 
Broccoli, Bru.a■els sprout■, and cauliflower] and Leafy 
Vegetables (Celery end Lettwee); 

P, C. Code No • : 
MRID No.: 

DP sareode Nio.: 

Submi81Ji0,n NO. : 

122806 
several 
Dl922ClrQ, 
D:l94!i67 
S4433B2, 
S,44 ,rH.98 

TO~ Qeorga uaRocoa/Linda Arrington, PM #13 
Insec1:icirde-Rodentieide Branch 
Registration Diviaion (H75O5C) 

· FROM: William OyksCra, Ph.D.,, Tc,xioologi,st . / ,,.,.,, ;µ/~'¥ 
Review_ s ction, I . tel'~:....., .ay~ .., ,, 
Toxicology Branch I · . 
Health ~ffects Div~sion (H7509C) 

'ff' THRU: Roger Gardner, Sec~ien Head, Toxicclogist~-- ·_ .·_ '1-nc/hAAihJ 
Review Section I · ,

4 
/ / 

1
1 :' ---, 

Tox.ic0logy Branch I . I❖ H . q 1' /'t4 . 
Health Effects Division 1(H75091C) /~~H' 

ACTIQK UQUISTIDi The Registrant, M rek & co. , has subtni tted a 
number of toxicology studies to support the reguested 147 ~ere, 
10 state EUP and te.inpo:rary toler,ancas for MK-0244 (Emamectin) and 
ita photoprod.ucta in/on cola cropa ane! leafy vegetab,les at o, 025 
ppm. Additionally, the Registrant is requesting waivers o~ the 

.. 
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21-day dermal toxicity study in rabbits with the technical (a 24-
day dermal toxicity study is available with the MK-0244 EC 
formulation) and the eye irritation ~tudy with MK-0244 EC 
fcirmulation . Merck is citing prevLously submitte~ eye irrit~tion 
studiea for aba.m,ectin formulated product (Avid l. 6 Ee) 1(Cuicieline 
Reference 81-4) as an acceptable substitute for an eye irritation 
study with MK-0244 EC . The eye irritation ~tudy with the 
abamectin formulated product ha~ a Label Signal Word of Warning. 

The Registration Division requ,ests tha.t To:xico.logy Branch-I 
{TB-I) add.re:ss tne: waivers and EUP request by the Regi strant and 
itlentify the requirelt\ents for essential additional toxicology 
studies whicn are needed to assess the human health r i sks 
asso•ciated with this EUP and tempor,a:ry tolerances. 'l'h.e studies 
reviewed are. acute, subel:\roni c, neurotoxic, developmental , 
repr,oduction, and chronic studies performed with tf;!ehnieal MK-
024 4 or formula tiicn, MK-02 4 4 o. l 6 EC, and! were used to determine: 
if 'the EUF program and. temporary tol,erance:s on cole C'rops amt 
leafy vegetables can be toxi cologically supported. 

CONCLUS:IONS:: The EUP ajld temncu:::,a:ry:._ tol,erances_ can be 
t0Kicologica11v supported. 

Due to the severe eye inj1ury and traumai to the rabbi es in 
the primacy eye. irritation study wi tn ;,n(-024.4 technical , it is 
llkely that tna Label signal Word f o,r M:i<:~02 4 4 :e:c wi 11 be Dangex;. 
For humarm reas,on~, the Re.giistrant is r ,equired to use a Labial 
Signal Wo,rd. of ,Qangat:, rather than the proposed Label Signal Wor d 
of Warning . for ~y~ injury , ~lus appropriate preeautiona~y 
labelling, in lieu 0 1f performing a primary eye irritation study 
with MI{-0244 .EC~ The 21-day dermal toxicit.y si:.udy with technical 
MK•0244 can be waived, since the 24-day dermal toxicity study 
with the MR-0244 EC is acceptable for this requir~ment .. 

The margins of e)Cposure for EUP farm workers who are 
involved in th.e 14:? acre EVP program range from JO , ooo to 342,860 
according to e:io:p0sure estimate,1a provided by OREB (m.amo of July 
12, 19 9 4 ., a ttaehed) in c,omparison to the N,OEL of 2 . 4 mg/kg/day in 
the .i ,-day dermal to,xiei ty study i n rabbi ts ~. i th the formulation. 
However, acoor-din.g to OREB, wor~er exposure for full r egi stration 
is 1 i kPJly . t.o be 2 o ox the exposur,e estimates for the 14 7 acre EUP 
and MOEs would be considerably le.ss f ,or full t'egis.tration . 

Deoxya:vermeetin niui bee.n present,ed to the Le:ss- than
Lifetirne Committee {9/20/94). The Committee re,cornmended the 
following endpoints eo be used for risk asses~men.t: 

(l) The NOEL of O ~ ,075 mg/kg/day {L-6601 , 599) fr,.>m the, 
15-day dietary CF-1 mouse study for acute diet~ry risk 
assessment. 

z 
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(2) The NOEL of 2.4 mg/kg/day (MK-0244} from the 24-day 
dermal study for occupationa l , resiaentia l and farm 
worker risk asseasmen te, tor acute and subcnronlc dermal 
exposures p-7 days and 7 days to severc1l months). 

p), A Provisional RfD of o. 00025 mg/kg/day based on 
NOEL o.f O. 25 m.g/kg/day in one year dog study and an 
uncertainty factor of 1000. A final RfD wi ll be 
determined- by the RfD committee when the d,ata base is 
finalizet.1. 

The following list g i v~s studi es that are required for the 
EUP and the tempo,rary tol eranc,~s.. Th,ose .s tudies that are 
satisf.ied are indicated. Adclit i onal studies that 'Were submitted 
by the Registrant which are no'\: ra:qu.:i..rad for the EUP and 
t •amporary 1tole~ance.s f but are :requir,ed for full. registr ati on and 
permanent tolerances are also includ,ed ln Chis list. . Other 
specia.l stud.ias which. were s~bmitted by the Registrant but are 
not Guid,eli.ne requirements are .not included in the requirement 
list. 

:81-1 
81-2 
81-4 
81•5 
81-,6 
81-8 

82-1 (a)1 
82- l(b) 
82-2 
82-7 

83 - 1 (a), 
83-1(b) 

S,3-3 (a) 
83-3(b) 
83-4 
B3-6 

84-2 i('a) 
84•2(b) 

84 ... 2 (c) 

Technical Mat.er !.al 

Acute Oral Toxicitf 
Acute Den1al T'oxic 1 ty 
Primary Eya Irritation 
Primary Dermal Irritation 
Dermal Sensitization 
Acute Mammalian Neurotoxicity 

Subchronic oral (rodent) 
Subchronie o,ral {non-rodent} 
21 ... nay Dermal · 
Subehronic Mammalii!!in 

Neurotoxicity 

Chronic Feeding study (rod.ent) 
Chr,onic Fsed.inq StlJ~Y 

( non--i:odent) 
Tera t:ology ( first i;p,ecies,} 
Te.ra to logy ( second species) 
Mu.l tigenera:tion Repr0d.uotion 
Developmental Neurotoxicity 

Mutagenici ty - Gene Muta.ti,on 
Mutage.nici ty - Structural 

Chromos oma l AberrationG 
Mutagenic.ity - Other Ganotoxic 

Effects 
Metabolism 

Reguired 

Yes 
Yes 
'le5 
Yes 
vesi! 
Y'es.2 

Yes 
Yes 
Yes 
Yes2 

Yes2 

Y~s3 

Yes 
Yes2 

Yas2 

Yes2 

Yes 

Yes 
Yes 

Ye.s 2 

Sat isfied 

Part i ,a l ly 1 

Nol!! . 
Yes. 
Ye& 
'ies 
Yes 

Ye& 
Y·G.S 

Waived.3 

Yes 

'J lllct 

Y~s 

Yes 
Yes 
'ie1;1 
Yes 

·~es'4 

Yes 
Yes 

'Yes 
- -------------------------------
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Sl-1 
Bl-2 
in-J 
81-4 
81 - 5 
81-6 
82-2 

~ments: 

' 
Formulation: MK-0244 0 . 16 EC Insecticide 

Acute Oral Toxicity 
Acute Dermal Toxicity 
Aeute Inhalation Toxl:city 
Primary Eye Irritation 
Primary Dermal Irritation 
Dermal Sensitization 
21-Day Dermal 

Reguired 

Y,es 
Yes 
"tes 
':ies 
\:'es 
Yes 
'ies2 

Sat.is tied 

Yes. 
Yes 
Yes 

Waiveis
Yea 
Yes 
Ye.s 

1. only females were tested. This study was graded Core 
Supplementary and rnay be upgraded to acceptahle if data are 
provided Which ind!c.at& that females are the most sensitive sex. 

2. Not require.cl fort.he !UP and: tP.mporary tolerance but will b~ 
required for re.gis.trat.ion and permanent tolerances •. 

3. This study is waived. because an accepeabl e 24-day dermal 
study on the 1.94% formulation i~ available. 

4 • Some of these stud ie.s wer,e ei lso conducted on metabol 1 te.s, 
polar degradates and isomers as well. 

s.. This study wil 1 be waived if the Registrant chang,ea the 
s.ign.al word to D·ang,er and provide~ the appropriate precaut: ionary 
statement for the D,anger signal word. 

6. No ac:ute d,ermal study was submltted for the Technical 
materia:).. This. stud.y will not hold u.p t.he approva.l of tn,e 
temporary tol,erance a.nd .E:UP, however, it wil l be required for 
full registration. 

1he following studies will be required for full registration; 

(a) Upgrading of rat developmental neurotoxicity study with MK-
0244 from S,upplementary to Minimum. 

(b)1 Dermal penet.r-atio.n fil.tudy with MK ... 0244 or MK- 024 4 EC. 

(c) Rat and mouse carcinogenicity studies with MR-0244. 

(d) 'Upgrading acute ,oral stu,cly and: submission of acute dermal 
study with MK - 0244. 
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rn addition- in consideration of farm workers (mixet/loaders 
and applicators), due to ~he low NOE!,'s for t~is chemical and to 
the observation that the brain, spinal cord and sciatic nerve are 
target organs in several species tested by the oral roYte and in 
the rabbit by the dermal route, TB-I is concerned about possible 
accidental exposure to the liquid rorm~lation. TB-I ~uggests 
that the Registrant consider ~ubstituting the liquid for~ulation 
with a water-soluble solid packet. TB-I also requests that the 
label Signal w,0rd be evaluat.ed from the contents of the packet 
and that the precautionary stl.ltements inc.lucJe uExcessive e>tposure 
may result in permanent .brain or nerve damage 11 • Appropriate 
first aid statements are also required . 

The Data Evaluation R,ecords. (DER'S) for all of · the submitted 
studies are attached. 
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Carolyn 'F. KMnkley 
Sr. Regu I awi'1· Prnduc, \Immge:r 
Reg:ufalm) A ffain; 

S~·ngemn Crop Protorlion, Jnc. 
P .0. l:l.flX l 83{,0 
GrnEmiloro. \ C 174 l 9-SVJH 
w,.,.,,,,,., syl!lgcnrn .. omn 

syng'enta 
, :r11'1i 1 ·,•-n. hri 11 k lev '-!'' ~ vr:i!?~rn;1.com 

(336 :, 63J-J33S 

• 

• 

V~A FEOll!RAL EXPRESS 

March 2, 2006 

Document Processi1ng Desk [6(a.){2}] 
omce of Pest ic id,e Programs (7504C) 
U.S. E nvi rem m enta I Protect ion Ag,ency 
Crystal Mall #2, R.oom 266A 
1801 South Bel l Stree~ 
Arlington, VA 22202~.:l5-01 

SUBJECT: SUBMISSION OF DATA UNOE'.Ft FIFRA SECTION 6.(a)(2)-5 Day Pre'li1mina:ry 
In ha!iation Study in CF'~ 1 M liee With Emamectti r:i Benzoate 

In accordance with the Agency's curr,ent interpretation of F1FRA Section 6{a)(2) reporting requirements,, 
Syrigenta Crop Protection, Inc. is providing certain irrfo:rrnation from a 5•day preliminary study in wild type 
CF-·1 (BR) mice wHn emamesctin benzoate technical. :1n th is study, CF-1 mice (2 males and1 2 temaies per 
grnup) were exposed nose~only (0, 1, 5, 10, 25 or 125 µ,g/liter), for s ix tmU1rs per day for Lip to five days . 

lhi~ tonowirig compound~rn lated histopa:thological findings were observed in the nasal cav.ity and larynx: 
D egene. ration of the olfactory epithel ium in thre dorsa I med iaf m ea:tus was seen in al t dose groups, with 
,gradual.ly increasing inc idence aF11d severity as dose l,evels increased. lnnammation of the vomercmasal 
gland of the· nasal cavit ies and laryngeal rnucosal epithelial erosion were seen in t,ighe-Bt ,dose group only. 
lr1 addition, weight loss and adverse cliinlcal signs that are consistent with this chemic.al class (including 
those indicat1ve of neurotoxncity} were observed. These nistopatho!ogiicai nndings are new information 
and the rnute of admin.istrntio!fl (inhalation} ls different fthan previfJusly tested and therefore constitutes 
new information. 

Sincerely yours, 

&-v~ d . Gt,"o/ 
Carn lyn F. Bri ri kl@y 
Sr. 1RegulBJtory Produd Ma11Jager 
Reg,ulatory .Affacrs 
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ca rolyn,b:rinkiley@syn9'1;mta.c 
om 
08/1 1/2005 11 1 ':23 PM 

To 1flrmmas i-la1rristDCJUSEPA.IUS@EPA, Pau'la 
Deschamp/DCJUSEPAJU S@EPA 

cc 

b,cc 

s ubject IEfillameciin 28-d!ay intml Study Com Call Si.lmmary & 
!Exposure Pro,po$a I 

'.F'hanks, to you and your colleagues for a v~ry b~n~ficial confere;r:i,ce ca l l L'1lt$t 
Thursday. Syngenta appreciates the HED' $ wiUirngn~s:;; t ,o talk directly 
with our ,scientists rega rd:i.ng the study p .r ,otoeo,]. . Syngenta.' a aummary of the 
conference call i:s attached. (Tom, our :s,ummary ineJLudles a bit more detai l 
that the EPA summary you sent to me. Otherwise there is no differenc:e) • 

:rn addition to tlhe conference c:all sm111nary, the cover l etter in-e ludes 
Sygenta •s proposal and rationale for exposur~ int~rva l s of 2 hours in tlhe JI.M 
and! 2 hours :it.n the PM with a non ~xposure period in be tw,een. You wil l 
recall that: the HEIi agreed!. to d:i!.sc:us:s th :i!.:;;; proposal with. their colleaguea in 
OREE, and let S:yn,g,enta know if thh, is aceept.able . 

Thanks ag~in f o,r y,omr wilHngness to have this. scienti st to scienti~t 
discusl\'lion . I t. wa.s very productive. 

1. ,. Cover l ,et't ,er ~ <<Ltr to EPA sum of conf cal l re study protcH:i,ol & 

date,s. doc>> 

2 . Conf,erence Cal 1 Sumrn.al:{ o: c::S·umrna,;-y o,f 8 -4- o 5 conf cal l u:i EPA re study 
protocol & dates.doc:.> 

Carolyn r. Brinkley 
St". Re,gu.h .tor y Product. Manager / In1:1ecticides 
Syngenta Cr,op Protection, Inc . 
F. o. Box rn:rno 
Greensboro, NC 27419-:63 o,o 
Phonie ~ (:H6) '0~2 - 2838 
F'ax: (336 } 292-6.3.74 
E11i1iiai l : caro,l yn. brinkley@syn.genta.com 

IJir ~o IEPA sum of conf c!II re ; tudy protocol & dabes. doc Slllilillilitai~ ofi 8-4-05 cora cal to IE:PA re stu~ pu:i'llocol ~ d!tes, doc 
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synienta 

August 11 , 200s 

Mr. Thomas Harris 
Registration Division 
I 111 sectidde-Ro de nnticid e Branch 
Office of Pestricf.de Programs (7504C) 
U.S. E.nvimnmenta! Protection Ag,ency 
Arie'I Rios Building 
1200 Pennsy11vania Avenue, N.W. 
Washington, DC 20460 

SUBJECT: EJMIAJMIECTIN BENZOAl'E 

,earn~ F. . Brlmkllly 
Sr. Regurtalo:ry Prw~ct Mana~r 
Regula.to:()' M~lrs 
,t ar¢,'~ .brinkre•r@swuent.. ,r. □m 
(:336) 6:!2 2&18 

Symg~nl:a Crop Pmctlat11_, In~. 
P.O. Bllx1B:WO 
41ill SWiJ!Q Roa.d 
Greensticr.o, NC 2tA,19-e.:300 

SUMMARY OF 8/04/05 TELEPHONE CONFERENCE TO DISCUSS 
28-0AY INHALATION STUDY IN CF~1 MOUSE. 

Dsar !Mr. Harris: 

As a condition of the regrstration o,f Proclaim® Insecticide (EPA Reg1. No, 1100-
904) on certain vegetabl'es, the EPA is requiring a 28~day inhalation stuciy with 
emame,ctin be111z.oate in il:he Cf"-1 mous,e. Onr August 4 , 2005 representatives of 
Syngenta Cmp Protection , Inc. a.nd the EPA discuss,edl th:e detail's of this study 
v1iai telephone conference call .. A summary of the diiscurssiion and the agreed 
upon timefi:ine for submission is attached . 

We are als.o iin receipt of EPA's minU1tes, which is substanUally s imiilar to that of 
Syngenta's. However,, the enclosed minutes are more detailed and addresses 
the questions posed lby the Ag,enc:y. and Syngenta.'s replres during the 
teleconference. Aliso, in one important aspect~ the rafianalle for the meeUng -· the 
records indicate u,ait EIPA's DC! was driven by generic concerns over inhalation 
exposure/risk for all pesticides, not just fior ,emamectin bem~oate. The Agency 
ind icated that it has made a ,determination that generic inhalation exposure to 
pesticides and the·ir associated risk cannot always be properly ,determined by 
route - to - route e:drapolail:ions, ,espedaHy ·from oral stud,ies. 

Our minutes also cont.a in updates from thB teleconference with respect to plasma 
half-life data anid' il:he associated M RID ref:erenoe. lit is mon:l detai'led regaira!rng 
question - aind - answer exchanges during the teheoonference, indud ing a 
pllanned consultation with OREB reg.arding dosing durations for mouse nose-only 
exposures. 
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rnerefore, if agreeable., we would iik.e a confirmation from the Agency that this 
document serves as the official record of the me,eting due to its detail! and 
accuracy. W,e appreciate your conskleration of this proposal. 

If you have any quest;ions or comments about the conference caii summary orr 
this proposal,, pllease contact me. I can be r,eached at (336) 63,2=2838 

Sincerely yours, 

0.-~-r "" d f#u , . ./Ly 
Carolyn F. 113 ri n k!ey 
Sr. Re,gulatory Product Manager 
Regulatory Affairs 

Enclosures: Co111ferenioe Call Summary 
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Record of 'f eleconfere:n,ce Meeting Between Syngenta a:nd EPA 1i:o Discuss Study Gu.id.ance 
for IE ou1mect.iin Benzoa te Repeat Exposu.re I uh afa tion Study 

Date & 'Ihne 

'fopic 

Partkipa.nb 

Purpose 

Discuss.ions 

·n-.ursday August 4, 2:005, 1 U: 'l 5 am - 12: liS pm (US, Eastern Standard Time) 

To discuss, :aind to :seek clarifications from EPA, on detailed procedures oo 
fol]ow in the conduct of the proposed 28-day repeat ex_posure inhalation study 
with emamectin lbenzo.ate in CF-1 mouse 

EPA:: 
Tom Harr]s - Registration Divisioo 
.Paula. Deschamp - Health Effects Division. Branch Chief 
Kathleen Raffaele - Toxicologist, HE[) 
E]issa Reai.res - Tm::kofognst, HED 

Syngenta: 
Paul HexJ - Toxioology, Syngenta Central Toxicology Laborntmy (CTL), UK 
Patrick &ose - Toxicology., CTI., UK 
Tim Pastoor - H uma:n Safety/T o;dcology Greensboro 
Amechl Chuk.v,rudebe - Huffi<lin Safety/Toxicology Gt0 eensbor-o 
Carolyn Brinkley - Regulatory Affairs, Greensboro 

The E.PA requested a 28-day repeat exposure innalation srn.dy ,villi emamectin 
henzoate in CF-1 mice. The pl'imary purpose of this meeting was thr,e.efold : 

• S yngcn ta to .-,ee!k dm:ifica t:ion from the Agency reg,<1rdling the basis for 
this study request 

• Syngenta to seek d.rutl:kation from the. Agency :r.egaming the ha.sis for 
this study request in CF~ li mouse, SEnce the standard guideline is based 
on rat 

• Syng~ta to propose speic:ific srudy deta.ifa and ~sk for the Agcncy1s 
foedlbacck in order ro agree on the study des:ign. 

following introductions, the following points wen; discl!lSsed and the Agency's 
respective posit.ions 'Wer,e, conveyed to S yngen t<l! .• 

Item L Ba~.is for Rep,eat Exposure Inhalation Study ReqL11est 

EPA issued this DC] based on the foUo,-v:ing factors: 
Generic ocmcer111s over general inlmfatkm exposure for a]l pesticides, not just for 
emamectin benz.oa te. However, exposure via i.nlm.1 ation is significant for 
emamcctin and the neurotoxici ty of emame-chn is a concern to the EPA. 
the Agency's determination toot generic inhab:tion exposure to pesticides 
cannot alwaycS, be pmpe:rly determined lby mute - to - mute extrapo1atiofls. Im 
tne past the EPA ha& used the oral :stLJtly to determine potential short.-tenn and 
medium term inhalation risk. However, the EPA is c,oncemed that the crnl strn:iy 
may not be approprn.ate for determjnlng inhalation risk because the inhalation 
portal ,of entry cowd result fo. greater toxEdty than the oral port..JJl 

Hem. 2. Ba,s.iis for Sc!cctfon of CF-1 Mouse as 'f,est Sp ecie.s, 

The EPA decided tlmt the CF~l mouse, not the rat, should be the test sped.es for 
thi s DCI bee ausc the tox:idcy endpoint thait: the EPA is m,ing for ema mectin is 
based on stucHes with the CF-1 mouse. 
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DisCl!l.ssh:ms (Corn1t'd) Ueu1 3. Specific fochnic111i detaHs proposed by Sy.ngcnta £or the condu.ct of 
die ri~pca11: expo:'iinre inhalatio.111 ,s,tu<ly, and EPA's .r,e-spons,e 

Syngenta':s 'fechnicall Pn1;pos1d Nnn11ber 1 (test speieies),. Syngenta ooH 
conduct this inhafation study; via nose-cmly exposure, using the standard CF-1 
BR mouse from Charles River l.ahorn.tories 

]EPA PositiolJ!: Conduct of this inhah1tion study, via nose-only exposure, and 
using the st,m1daifd CF-1 mm1se from Chades River Laborntories is acceptable 

Syngen.ta's TecJJmical Proposa] Number l: (number of tes,t animals to mm in 
idudy). In this study, EPA 's standard guide]ine will lbe largely fo]lowed. 
However, CTL (in UK) usuaUy c.onducts studies of tllfr; duration according to 
t1he, rekvant OECD guideline. The OECD guidehne is similar to EPA 's in many 
:respects, except tlmt the nmnber of anima:ls recommendecl, 5/sex/group, differs 
from. that recommended. by the ElP A ( 10/sex/group), For this inhalation. study,, is 
5,/sex/gn:mp .tCC'-1Jtable to the, A.gency? 

EPA Position: The Agency freJs. very strong]y that it can be very difficult to 
properly interpret a study with smaU group sizes of the order of 5/sex/grnup. To 
obtain "\><11id results, that can be properly iinlerpret:ed, tl:!ie Agency continues to 
insist on the EPA's s:bn.dru:d recommended group size of 10 animals per sex per 
group,. 

Syngelllta's Tech:niical Proposal Number· 3 (route and duration of exposure). 
Accurdling to JEP A• s guideline for this 'lype of study, the test sped~s. is the mt 
EPA is rcquiri.ng this sJudy with emam.ectm in ttu::, Cf~ 1 mouse. Based. on 
experience ~'.ith studies: in the, rat and mou&e, Syngenta beheves that continuous 
nose-only ,exposure to the mice for 6 hours/day on a 5-day/week basis (per EPA 
based guideline) win be physiologica]ly sitressfu] since the mouse is less .iNe to 
to:t,cn.i.te restraint in tubes. This c-0uld compromise the objectives of the swdy. 
Syngenta be]ieves that 2 cont]nuous exposures ( one in the J\l!.1 and one in the: 
PM) for 2 hours each1, v;,,1.th a recovery p,eriod in between will not he as stressful 
and, considering the relatively loog plasma t1,'2 for emamediin benzoa te (24 - 3 0 
h) this exposure regimen shou]d be suftfoi.ent to determine inhalation hazard and 
to assess inhalation risk. TI1e risk assessment process c:ain ac-c,ommodate both 
expmmrre ocmcentration and dl,]rntion of exposure to calculate a: total daily 
exposure, Wiil such inhalation c.xposure duration be a,c.ceptabie to the EPA? 

The Agency posed the fo]lowing qUJestion.5/suggestuons: 
l. Docs Syngenta have any ]iterature data t,0 support the posific:m that 6~hom 

dlaily exposures to mice \Vin be highly stressful? 

S yngcnta' s Resporise: Our rn:~ionalle is Jargdy based on CTL' s and other 
laboratories' experience m conducting nose-only inlmfa.tlon studi,es. ·in mice 
where one of the major problems is the generation of urnn::ceptab]y high 
body temperatures while ~mimals are restrained in tuJbes. 

2. Has Syngenta considered overcoming tills .stress s.iwation by condui:::tl11g 
whole body exposures instead?' 

Syngenta's Respoose: Bec.ausc arnirna1s self groom, ,extensive oral exposure 
is possible, This couldl affect interpretation of the inhalation stu.dy results. 
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Dlsc111ssi.ons (Cont'd)i 3, ls Syngenta aware of, or can Syngenta prO\ide examples of regulatory 
s:tudies with sm;;h rcduc,ed nose-only ,exposure periods? 

Specific Suggestions 
from EPA 

Syngenm':s Response: In srudies conducted for the pl:rannaceutical 
ind l1Stry, such rcdm!cd exposure periods are not umusua l. 

E: PA' s Positt~on: In the absence of evidence to (he contrnry, E:P A still considers 
,:ll 6-hcmr con:Hnuous daHy exposure necessary for study results to repre&eTI!t 
worker exposure tn the field. Since the purpose of this study is to ~ddre:s:s 
potential inhalation rjsk ro workers HED representatives agreed to discuss the 
proposal with colleaguies in the Occupatkmal & lle:siden tfa l Exposure Branc-h 
(OREB}. 

Synge:rnta will pri)vide forthcr ]nfo~tion on the str•eS&-related issues wuth mice. 

However, :since Syngenra proposes to oonduct preHminary acute and 5-day 
inhafotion studies prior to th,e main. s.tudy, the exposure period issue c.ould Ix: 
addressed. again in a :lhlmc teleconference, depending on the outcome of these 
preliminary studies, the availabihty of supporting Hteni.ture, a:nd t1he opinion of 
OREB experts. 

fu keeping with SY[1 genm' s :stated desire at the outset to perform a valid sh1dy 
that wm meeit with EPA appmva:i the Agency suggested the following 
addirional panuneters to aid. in study interpretation - even though these are not 
part of the standard repeat exposure inha:lation study gujddine .. 

1. Conduct histopathofogical exa.minaihon of tihe nose arid other inhafation 
en try pm:tal:s . 

2. For better and more interpr.etabfo b.istopathologka] exammatfons clafa., 
Syngenta shourd consider perfusion fixatkm. (lf nervous tisstre-s. 

3. fo addition to motor a,ctivity measurements specified ]n current study 
guideline1, Syngenra :sho1J:tld abo consider measu.ren1ents of hehaviorn] 
endpoints. 

4,. Stfbmit tllie study protocol to tfu:: Ag{,mc.y for review before study initiati.on . 

Syngenta commented that histopa.thological examination of fue entire n~spirntory 
tract (nasal passages, krryri..x, trachea and h.1ngs) is conducted muitindy in all 
repeat-expos.w,e: il:rnalation studies. 

Syngenta agreed to consider the oilier requested parrameters, and also to examine 
vTiriol!ls daily exposure duration regimens (e.g. 2. x 2 hours vs. 2 x 3 hours) as 
parr~ of prdiminary srudies. Their inclusi m1 in the main study w ill dcpc..-nd on 
preliminary study resuJts and on the outcom0 ,of a sub~equent teleconference 
with ithe Agency later in the year .. 

After the next telecoruerence, Syngenta wm submit a protocol fo'I' Agency 
review prior to initiat]on of the main study.. 
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I. Syngenta will conduct me proposed 28-day repe,at exposure inhalation stJUdy 
using the smndard CF-[ mice from Charle-S River Labora.nori,es. 

2. 'fhe number of test animals used. in the mun smd.y will he ] 0/sexJg:roup. 

J . Unless literature data. OREB opinions or :results from preliminary studies 
indicate othenv:i&e, EPA wants daily exposure duration of 3 x 2 hours in the 
study. Tl"1e agency agreed ito provide this feedback prior to Syngenta initia.ting 
the prelimi.n,11ry study. S yngent:a agreed to• document the rahonale for reduc,ed 
exposure in mice (with supporkng Hten1ture ufaiva.ibb]e) ,md e-mai[ to EPA. 

4. At EPA's request, and to a.id in decision r,egarding exposure duration, 
Syngenta agreed to pm\iide the Agency w ith the dtatiotil for the regulatory study 
(previously sulrn:ritwd to EPA) w1here, the plasma half-hfo of erna.mectin 
benzoa te was dctcrrnined to be greater than 24 hours . 

UPDA l ' K: The half-life refer,ence is as foUows: 

MI® Number: 42851523. Study UUe: The. Tissue Dist.ributicm, Metabolism. 
and Excretion off"'CJ-4 "-Deo:xyE4"'-epimethylamlno Avermectin Bla (MABla) 
Benzoate in Rats. ARA1-6. Date Submitted! to EPA'. ]\m,e 3 0,. 1993. 

Sutmnary; Prin,dp.al route of d irn.ina tion is via feces {94- HM% of total 
administered! dose independent. of sex or :route of a<lminislraJ:ion) . Tht! pla1:,ma 
cw foUowing smgk per as or mtravrno us cx.posurres nm.ge from 29 - 5 [ hours 
for male and female rats. 

Sex Half-Jiife (m; :iv) H,df-]ife (hr; po L_ 
Mafo 29 34 
fcmak 41 51 

5. At the conclusion of the p,,e1imina:~· inhalation studies, Syngenta '\\oiU arrange 
another tdeconference 'with th.e EPA to d.isrnss. t11e final m1tHnes for the !11lain 
study. Thlis wm be foHow,ed by the ma:in study protocol; which wm he provided 
to the Agency for review and comments . 

6. The milestones and aswcfated timeiines summarized bela.w were proposed 
by Syngenta and were acceptable to the EPA. 

Milestones Approx S rart Date Apl)_rox End Date 
Pre]iml1rn.ry studres September lS ,. 2005 November 30, 2005 
Teleconference with EPA Decen1ber 12, 2005 
2.8-day Inhalation Study January 9 ,. 2006 
Proooc{il to JEP A for Review 
28-day Inhalation Study January 23, 200 6 June - lfuly 2006 

Based on these timelines, Syngenta expects to have the final report for th.is 28 ~ 
day repeat exposure inhalation .smdy at the EPA by A.ugrn:it ] ; 2006. 
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MEETING 
et'JOTES 

·topic: ,emamectiin ~ 

.28-day inhalation 

8/4./05 II I ocaUo 111 : __JP ho 111 e co nf call 

attende,es: Syngenta : Cam,lyn !Brinkley, Amechi Chukwudebe, Pa.ull Hext, Iiim Pastoor, Patrick 
Rose 

EPA: Paula Deschamp, N.ancy Dodd, Tom Harris, Kathleen Raffaele, Elissa Reaves 

purpose: discuss. protoool for 28-day inhalation study for emamectin 

ACTION .ITEMS: 

"'Syn semd email1 (TH1

, cc PD) w/ question and background info regarding split 2 x 2 application; 
include MR!D ior half-life 

11E PA respond to q uesti ori about sp lrit a pp Iii cation, after re ce ivi n,g in form at! om from Syn gie nta 

*bo:tth 

, NEXT MEETING: 

NOTIES: 

~ ackg1mu1nd 
- - Why is 28-day inhalation required? This [s a sig'nificant rourte of exposure but we don't have any 

data other than acute study. 

- Why use CF-1 mouse? This strain is more sensutiv,e to the 1mectins, and is currently the animal 
model used iri the studies s,elecied for regullatory endpoiints for emamecUn. Resul'ts fr,om 28-day 
inhalation will 'b,e easier to compare with other tox data, and it is appm1Priate to use the most 
s,ens.itive species. for re,gulatory purposes. Use the standard (heterozyg1ous) strain. 

Pmtocol 
,le Syng1enta shn1Jld submrlt protocol for any studies for EPA approval be.fore starting study. 

Generali concept is to use EPA protocol for 90-day inhalation but only conduct fair 28 days. 
Be sure to, do FOB, motor activity,, etc specifil,edl in EPA pmtocol. 
Also do point of •entry (nose) histopathollog1y and do perfusion fixatiion for neurological1 tissues. 
Number of mice: do EPA required 101 not OECD 5. e, - Stress: 

Syngenta stated that 6-hour head only is str-essful on mice; max is 2 hours at a time. They 
suggested doiing 2 exposures of 2 lhours each per day .. !Half-Hie of emamectiin is 24-3.0 ho,urs 
so gap should not signlificarntly reduce exposure. 
EPA suggested that IF we accept :split exposure that Syngenta. do 3 exposmes of 2 hours 
each per day (as. this, would be most comp.arabl,e to th•e 6 h exposure period specified in the 
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-
, inh~tion guideline). 

- Syngenta stated that whole body exposure would overestimate effect by 5x due to oral 
ingestion from body grooming. 

* Syngenta send email ASAP (to Tom Harris, cc Paula Deschamp since TH out next week) 
restating this issue and their arguments. Include MRID of half-life study. 

* EPA discuss the split exposure proposal and get back to Syngenta with decision ASAP. 

Schedule 

early Sept 
mid Sept 
late Sept 

* Syngenta email protocol for preliminary study 
* EPA respond to preliminary study protocol 
* Syngenta conduct preliminary studies (2 & 5 day) 

• 

• 

-

Oct 

early Nov 

Nov 

Jan 

* Syngenta submit draft of final protocol 

* Syngenta submit results of preliminary histopathology 

* EPA complete review of final protocol 

* Syngenta start final study 

summer 2006 * Syngenta submit results of final study 
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U. S-. ENVllRONM ENT AL PROTECTI OH A.GEtiCY 
Off'tt·0' of ,P0Sticida Prngl"§lme 
Regii~traoor:i Division (i'505C) 
·1260 PMnsyJvenia Aw:., l\!W 

'!.i\/a!,hingron, [LC_ 20460 

NOTICE OF PEST!CmE: 
x ~ Reg [1st ration 
_ Reregistration 

Cam'lyn Brinkley 
Syngenta Crop Protection, inc. 
PO Box 18300 
Gre,ensboro 1 NC 274191 

10 0-902 2/ 11 0105 

' Conditional, extended u111ti1I 
5/1/06 

tEmamectin Benzoate 
Technical 

N!~ , Chan~~ in labeling diff"ll;! ltl(J lri subst.anc.e mcm ih1;1I a,.ioeptedl in -coonectioi:i with Ir.is re,_gis1ta!ion rm,1ijt I;,;! $Ubmttted lo an.d accep-too by tha 
1Regfatta1ian rnvii.icn p!"il;lf to u,se of the la:bel In corrlrfl\iil'Oll. In -1;1nr conresporw:lence on !his pmduct atways refer !o tt,e, :;;ibove EIPA registralion nur111ba1. 

I On lne- bllsis, of inr.rnrma~on fum~_had b't 11'1e ragis!rant, the llhwe- oomed pesticide-ls h.eraby lfagiE.11-er-e;;ll'rere,gi'stered under the Feder.al lnsectioide, 
F"ungicide am:I Rocfer-.ti'clde Ad. -

Regf~tff!fio-.n is iri oo way to b8 Ol~M!Uiia :as an endi;Qetner\t or re~oonm€ti'lidatio~ of this product Ii~ the Agem:y. In ,1'.i'Jid'M lo preroeci. heer.1fui an.d the 
,f:IW\ronme!l'llt, lhie Admini1;;lrawF, en his motiiori, maay at ariy !!me si..llS!JJem:I or ~nce!l the regiistraoo1111 of a pE11S1icid\e in s=rt:i~lllCe vmti the Act T7h!I 
-1;1;:;:;:;:ep.tanre ot ariy 1111amii.e In o:inna;ttian wi!h IJ:l e- r,,egiitratioo of a product un.dEII'· mis Act ~ nl;l"! le be- coootrued as gr'il1111g, lh.e, ragi&item a righl to-e-l«:lusive 
us~ cihha nems ,or· to ~~ ,u~e if ii has beeri 01l'lereti by o!hElra. 

The above product was conditionally registered on 5/1 ·9/99 with an expiration date of 
5/1/02 .. The registration was extended on 4/19/02 by EPA until 5/1/03, on 4/18/03 unt1il 
5/1/04, and on 3/30/04 until 5/1/05. This letter serves to extend the conditronal r,egistraUon 
expiration date for this product an additional yeair, Le. untH 5/1106. 

This time extension will' allow for review of an estuawine/marine- invertebrate !lite-cycle study 
(guideHne OPP 72-4b = OPPTS 850.13-50) which was noted as a corndfrtion of registration 
for end use pmduc1s EPA !Registration # 100-903 and # 100-904,. After the EPA denial of 
a Syngenta waiver request the registrant agre-ed to runi t~e study. The .study was 
submitted or1 117103, assigned MR!D 45,8330-01 , a.nd is currently in rev1rew. 

Signature of A.ppro~in,g Offi~iEil: 

Isl 
Thomas C. Harris, Biologist 
I nseciiciae-Rodenticide Branch 
Req,istration D;iv:is,ion (7504C) 

Dale: 

2/1 O/Q.5, 
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u_s_ EiNfVIIRONMENTAIL PROTECTIOl'l AG,l;;NCY 
Offioe Qf Pe:;; Jolde Progral!ii'ls 
Ragis1talion 0 1vislon {750SC) 
1200 Penns,yl\lii!'l ie Ave .• NW 

\Na.Shington. [l_C_ 2046(1 

NOTICE OF PESTICIDE: 

(umfar FIFAA as amended) 

.x_ Registratiion 
_ Rereg1istration 

Nam!il and Address of R~isir.int (include• Z:lf' Code): 

Caml.yn Brinkley 
Syngenta Crop Protection, lllnc. 
PO Box 18300 
Greensboro, NC 27419 

-

EPA IReg. Nu:mber; Dete· of 

100-9102 3/30/04 

Conditioria1I, extended until 
5/1/05 

Name of Pesticid'e ProdlJCt; 

Emamectin S.enzoat.e 
Technical 

I 

Note: ChE11ng;es in tabeling differing In SllJbsranoe- rrom !h~t .s.coep1ed in o:irrnOC'IIIOn w11h this registration miust be subrnilte,;1 to ana aCcepted b~ th!l 
R.agJSltatlon Division prkir 10 use of the lei;Jel in oammEJrt:a. in ,my rorresp:mdem:e on this pro~Ycf ahvay.s r,efer ti;;, the• iibove EPA r'tlglsira1ion numbe.r. 

On 11\a basis o1 lr;tilrmallon fumistied by lf:le regiilr.in,t. !ha abo-.--a rnamed pes1lcld8 Is h.ereby registeJ,ed/reregf,steretl 1).lm;ieir ~e IF'ederal lnsildldd&. 
Fungicide ancl Roi1ef\1icide ~ · -

f«:igisitallon Is In noway to be ,coostrned ,!ls an, ench;irsemanl or 11ecomm&ndallo:n ,of this product by nie Agency. In ortler to prq!ec.1 h.ea'ltli ailid the 
envirooment. lhe A.dminisllretor, on hills ma!ion, may al an~ tim& suspend Qli can.eel the regislratio~ of a pei!icide, in ilttlOrdani:-9 with the Act.. ihe 
acce~r)Qe l)f en~ name in ooon.eilliM 'oM1h the 1'8QL>&1i:a4iori of a p«iduct un~er 1his Ac! i~ not to be oonslrued as glvJng the r,egistranl a right lo ~olustre 
1!:1 ~& Of 11\.a name ar to I~ LJ&e iif i! has been i;:ov,eted by ofhers. 

The above product was conditionally registered on 5119/99 with an expiration date of 
5/1102. The registration was extended -on 4/19/02 by EPA until 5/1/03 and again on 
4/18/03 until 5/1/04. This I-etter serves to extend the condiUonal reg1ishation expiration 
date for this pmduct an addlnti,onal y-ear, 11.e. until 511105-

Th 1 s time exte n s lo n wi 11 allow for review of an estu ari ne/m a ri n e inv-e rteb rate II ife-cycle study 
(guideline OPP 72-4b = OPPTS 850.1350) which was noted as a condiUon of registration 
for end use produc.ts EPA Registration# 100-903 and# 100-904. After the EPA denial of 
a Syngenta wafver request the re-gistrant a-greed to run tlie study. The study was 
submitted on 1/7/03-,, assigned MR.ID 458330-01, and is currently in feview. 

Signature of Approving O'f1idaL 

1-S/ 
Thomas C .. Harris, Biollogist 
insecticide-Rodenticide Branch 
Registration Divisi,on (7504C) 

EIPA Fgm1 8570-6 

O.;ite: 

3/30/04 
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Dear Tom, 

"Sherman, Ga'Jry" 
<-Gshe.rman@CVM.FDA_GOV 
> 

12l01 /2004 12;03 PM 

To Thomas H.arris/DC/USEPNUS@EPA 

cc "Mu I ligan, Louis T'; <LM U LLIGA@CVIM _FDA :GOV> 

bee 
Subject Emamectin {Slice) 

Than1k: you for your follow-up call about the status, of the Emamecti11 file. I do sincerely apologize for lhow 
.slow the wheels have turned on this issu,e, and I v,ery much appreciate youtr considerable patience! May II 
.ask you to hold the fil-et1revi,ew for jitJSt a w;hile longer? We believe we will soon have this matter resolved 
such that the t .. vo companies, in question (SPAH and Syn,genta} will communicate directly, with Syngenta 
di rec-Uy providi1ng to SPAH a copy of the EPA review document in question, This would mean we (FDA) 
would not have to obtain a COfPY of the review from you. VVh i I e I anticipate this wi II aU tra nispi re as 
plan11ed, I do 11ot want ~o !have you re-file into youir archiv,es the documents you've already fished out for us, 
once, 01nl.y to find out that the mo, companies did not o,r could not follow through., and Ot1C€l again want to 
by to prc:wide your office and ours with the appropriate right-of-aC{;.ess leUe-rs in order to effect the 
document exchange as originally Einvisioned. I can prornis,e you that onice I have the official SPAH 
subrniission in hand, and I know whether we actLI'ally have, what we rre,ed, I' ll contact you immediately so 
we can put this to bed once an for .all. I do not expect this will take long. By J,anuary of 2005 I should be 
able to let you know how we cam proceed to close out this is!We, assuming that by then SPAH arid 
Syngenta wil l have effectively communicated, and we at FD,A have recejved a comptete submission fr-om 
SPAl·t I am optimistic about a relatively expedit iou1s tum-ar,ound on this because SPAHI is anxious, to 
move fQr,,tVsrd with revue111, of thiis product \Mill this approach I've proposed work a:t your eind 01r do youi 
hav,e some other s1ugge$tion .. I'm open to any ideas yo,u may have, 

Thanks ag1sin for your patience Uiro1ugh all th is, and I hope yo1,1 have, a wonderfU! winter noi/iday, 

Gary 

Gary B. Sherman, irvlS, DVM, PhD 
gs h~nn an(a)c. vm, fda. gov 
Direert 301-827-0122; Fax 301-594-:2 2'98 
rnvision of !Human Food Safety, HFV~153 
Genter for Veterinary Medicirie 
US Food & Drugr Administration 
7500 Standisli Place 
!Rockville, Maryland 2:0855-2746 USA 

The opinions and i'njc~rm(itfrm in this messat;e are those ofthe author and do not necessarily 
reflect the views and policies of the [l.S. Fuod cmd Drug Admlnistratfon, Because o_fthe nature 
of electronically transferred infi,rmation, the integrity or security of this message cannot be 
guarani f.;ed 
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syng\nta 
Carolyn F. Brtnkley 
s,r. Rqulatory Product Manill@r 

Syngenta Crop P-rotettl(ln, Inc, 
P. 0. 60x 18300 

Re,ulatory Affa.1r$ 
carol· •rt. tJ.ri nkl 

410 Swing Rootl 
Gre-1Mslxiro, NC 2.7419:-8300 

September 16, 2004 

Mr. Thomas Harris 
lnsect!cide-,Rodentici de Branch 
U.S. Environmental Protection Agency 
Office of PestLcide Prog1rams 
Ariel Ri·os Builcling1 
1200 Pennsylvania Ave, NW 
Washington, DC 20460-0001 

(J36), 632 2638, 

SUBJECT: EMAMECTIN BENZOATE TECHNICAL 
EPA REG. NO. 100-902 
Rl:VISED AUTHORIZATION FOR EPA .. FDA DISCUSSION OF 
SPEC1IFIED TWO-GENERATION REPRO0U-CTI-ON S,TUDY 

Dear Mr. Harris: 

Syngenta Crop Protection, Inc. herewith authorizes toxicologists with the Office of 
Pesticide Programs Health Eff,ects Division the Environmental Protection Agency to 
discuss the cited study be·low1

, the EPA's 199'4 revlew of that studly (copy attached), and 
the data from this study that supported th.e conclus.ioris in this review, with FDA 
toxicologlsts. Thls authorization is limtted to a discussion of this study and the EPA's 
rsviQW of the study data? solely with respect to Schering~Plough Animal Health's 
.app.lication for FDA approval of an emamectin - based product k1nown as SHoetM 
(emamsctin benzoate 0.2% Type A medicated article tor salmon), INAD 010-418). Slice•M 
is propos,ed for use in the feed off arm-raised fish primarily for the control of sea lice. 

1
' E1PA MRID No. 

42851 .5111 
CliATtON 
Lankas, G. (1993) MK-0244: Two-Generation Diietary 
Reproduction Study i11 Rats: Lab Pro-j,ect Number: 618-
244-TOX49: TT #91·715-0: AS-344•6. Unpublished 
study prepared lby Merck Research Labs. 

2 Data Evaluation Report MK-0244. 
Study Type; Rep.roductlve T-oxicity. Prepared for: Health E:ff,eot:s Divislon, Office of 
Pesticide Programs, US Environmental Protection A-gency,, 1921 Jefferson Davis 
Highway;: Arlington, VA 22031 
Prepared by: Clement lmernaUonal Corporation, 9300 lee Hig1hway; Fairfax, VA 220i1 ... 
Principal Reviewer: Sanju Diwan, Ph.D. Date: 5/18/94 • .: .. • 
Independent Reviewer: Piia I.Jinds1rom, D.P.IH. Date 5/16/94 • 
QA/QC Manager Cort A. Maczke, Ph.D. Oa,te: 5/16/94 :•. •. 
Contract Number: 68D10075 • • • 
Work Assignment Number: 3·25 :•. •. 
Clement Number: 84 • .. 

• . . .... 
• • •••• 

•••• • •••• 

•• ·••·· ,. . . 
• • 
• • • ,. ,. i · ,. . 

•• . ..... 
• • ••••• 
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This authoriii:ation is qualified to the extent, however, that: (1) Scnering-Plough 
Animal Healtn or any other person except the Acllmintstrator shall! not have 
access to or said referenced data, and/or EPA MRID number unless specifically 
authorized in writing by Syngenta Crop Protection Inc. (2) this authorization shall 
not be construed as authorization, ·for the 'EPA to di.scu,ss with the FIDA .any 
Syngenta data, direct'ly o:r indirectly, in support of any subsequent application 
submitted by the applicant to the FDA or the EPA ir1cluding, without limitation, 
applications far new reg istration or amended reg,istration. and (3) this 
authorization shall not b,e tran,sferrecll by the appl.icant in any manner whatsoever 
without express prior written consent of Syngenta. 

Sincerely, 

~J.@~ 
Carolyn F.~~kley 
Sr. Regulatory Product Manager 
Regulatory Affairs 

Enclosure: Data Evaluation Report MK-O244; Study Type: R,epr,oductive 
Toxicity; Dated 5/16/94 

cc: Dr. Louis T. Mulligan 
Team Leader - Toxicology Team 
Division of Human Food Safety (HFV-150) 
C/O Document Control Unit {l-iFV-199) 
Center for Veterinary Medicine 
Food and Drug Administration 
7500 Standish Place 
Rock.viille, MD 20855 

■ •• 
• • • •••• 

• 
•·• . . . •· • •• 
•• • • • • • •• 

• 
•••• • • •••• 
•••• • •••• 

.. ..... . 
• • • ·• . 
•••••• • • •• 
• • II•. 

• ■ ••••• 
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bee: G. Peters 
S. Reasons 
C. Mosel,ey 
C. Biggers 
Trina Brodie/Customer Service File - Schering-Plough 

ii •• . .. . 
•••• 

• 
•• • • • • • •• ~·- . •· . . . .... 

••• Iii . ,, 
••• 
•••• Ii• 

•·•··• 

• ••••• • •• . ·• . ...... 
• • •• 

••••• .I !i• .......... 
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DATA EVALUA'l'lOH REPORT 

Prepared for: 

Health iSff~et• :CJ<i.viaion 
Offie'ii of Peat.1cide :Programs 

u. s .. Env ironman·tal Protect ion Agen,ii;y 
1921 J'efferson Davie Highway 

Arlin.gt.on.,, VA 22 20:2 

P.r:ap,1Uced by: 

Cleinent International co~poratio,n 
9300 Lee Hig,hwa.y 

contrai:t Number 1 69Dl0075 
work AH ignmant Number I l-2 5 
Clement N!umber1 94 

Fai:r:fax,, VA 22031 

Project OU'icar: Caroline Gordon 

• • Ii 

• • • 
~· ., ..... 

• . ,. ,j; 

• I i! 

• 'Ii • 
~ ,. 

,. • II! ••• , ■ <1]11 1 . 

• ■ , .. 
■ • · 11!!1 

• iii . .. 
••• 

' . 
• • •~!Ill,, •• 

ljjl •II._ 
• ■ 
•• ~ @I .... , .... 
• ..... ,,. 
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Guid1d .ine Sa.riee 83-4 t Reproductive Toxlci.ty 

DA bviewerr Myron ·Ot:tlay, Ph.D. 
:a.view s•c:ticn .lV, ~ox.icoleqy Branch I/HED 

·uA section Heads· M•~io•n COplay, o. V.M. 
Review sectiort IV. Toxicolegy Branch I/HED 

S,igna~ure: 
Datas 

S ig.n&tu ra: 
Datai 

DAT'A EVAt.lJ,ATlON· REPORT 

STUDY TYN: Repccductive T'oxicity ... Ra.t {Guideline Sei:i•et ·a3 ... 4,) 

Nl\ID IQ •. : 428515-11 

T!!ST MATERlM..t f" ... Deoxy-4 N .. ap:l-mat:hyla.mino-ava.rmeetin Bl ( benzoate ult) 

StHONYKi MK-0244; Deoxy .a.va.~e.ct i n 

SmNSOlh: Ag-ricult.ura:1 Reeea.rch and Development, Ma~ek: and Company Ine. ~ Thre•a 
Si:-idge•, N.J 

_ffS!lM§i· [ACILIJJ: Mersk Research La.bora:toriea, Marek and Co:mpa:ny Inc., Weat 
P·Oint~ PA 

l\,Y'}'HOR: G.R. Lanka■ 

PATI RB;PQRT rsswp~. Hay 12, 19·9·3 

CQlfCLDSIOBS1 

DO•• lev■ l •, Admi:n.h ,t.arad t: o spra.que--o aw lay ra.t: • in the diet, O· ~ Q. 1, Ci .• 6, or 
J~ ,6/1 .. 8 mg/kg/day fo:c two ·ganaratic•tUI 

.Sy•tad.c ROEL:. D.6 mg/kg/day 
S,y■ttnic LO.IL• 1.8 mg/kg/day, baeed on. daeraill:!Utd body waight gain and 

hiiltop&tho-logical c:ha:nge■ ( n.ttu~o:n1,.l degene1;at.i0:n, in the brain and 
■plnal cord} ill [both ,u,x•• and ge·naratj.~n• 

hiprodvctl.v• NOBLi 0~ 6 mg/'kfl/da.y 
Jlaprod.11etive toltLi: 1. 8 1f19/kg/day baaed on decreased fec:undit.y and 

fertility ud1c:•• .nd cU.n.ieal aign11 (tram.or• and hin·d limb· extenalcn) 
illl offapri.ng a:f beth gen•~•tiona 

ClH•-ifi,caticn: Co~a Guideline Da:ta 

'Tbl■ atudy sati•fi~:• th111 gu.idelin• ·ce,g;uiram'linta for a rept"oduc~iva tcxi,city 
study _(83 ... 4J in rats. 

l 

\ 
,i 
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MtlBt.ALs 

Te■t Cgapound 

Purity1 
De 11!1 er i.p,tion; 
Lot number: 
Date r•C'•ivads 
con.t ami.nan t • ~ 
Storage: 

Taat Animals 

,Speci•ii 
ser&in.s 
sourcat 

Agin 
Weight: 

§;TODI ~ESJ;CJ'.t: 

Guideline Series 83-4: Reproductive Toxicity 

>96, 
None 
L-656~748-052S002 
Hat. .raported 
Not reported 
Amblent temperature 

Rat 
Spraque-Dawley [ Crl: CD•' (.SD) BR) 
Charle• River Laboratoriea, R&l,eigh, NC ( fama.lea) and 
Kinga ton r NY (mill.••), 
11,,pproximately 63 day■ on atudy day O 
Fo malaa--292-405 g en study day o, 
Fo female,--179 ... 273 g on a,tudy day o 

Thia ■tudy w&■ da■igned to a,u1aaa tha ■tfa-cta ot Hlt-0244 011 tha growth 
a:nd reproductive performance of rats during two aucc:eaaive gene.ration111,. 

After appro~imatel!.y 3 weeu of a.cclima.thation followed by 9 weeks ,of 
di9tary treatment~ Po famale■ were mated with 111ale11 from the ■ a.ma group 
in a ratio of 1:1 fo'I! a maximum of 21 daya lJ!tlti.l a. copulatory plug waa 
detacted or eper. we:r;• cbaerve4 in a v;!!.qina.l ameat>. Tha Fo, generation 
wa■ mated for • second time app1::cix.imat.aly 3 week■ follow:ing ttl• weaning 
of t.b• Pia pup.■• Nonma~•d anuna.1■ were paired w.ith. :fe-rtile aniai&l• of 
the oppoelte ■ax from each group for a. maximum of 21 daya. The day on 
which m.a'ting wa■ confiffl.94 w•• con■idar.-ad gestational.clay (GD) o • 
!'1 animal■ were m:&ted t.n a ■i.milar manner a:voiding; •ibling matings. 

Rodent cU.•t f,U.r:lna Cert:ified Rodent Chow #5002M) and ·tap, water wat'a 
available~ Hbitym,. Th• temperature wa• maintained at 20°-27DC; 
humidity dai;• ware not report•d• A 12-hcul:' l.i.ght./da.rk cycle wa■ 
ma int I.ind. Th• ■t udy •u1:hor did not report the n,~er of ,air 
changa■/hour .. 

c;rouJLftn:ang:emant-

r O animal• we·r• distributed u•ing a randomLzatic•n procedure baaed on body 
weight. The gi-oup• were•• follcwa: 

2 
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Teat Group 

control 
Low do•• 
Mid de•• 
High do••* 

Guideline Serie• 83-4: Reproductlve Toxicity 

Dosage Level 
(mg/kg/day) 

0 

0.1 
0.6 
3.6 

Number of Animal• A••igned per Group 

__ _,F40r----
Males Females 

33 
33 
33 
33 

33 
33 
33 
33 

__ _.-l-1----
Ka.lea Females 

33 
33 
33 
33 

33 
33 
33 
33 

... -------------------------------------
*Th• high-doeage level received by the r 0 and Fla female• was reduced to 
1.8 '1Q9/kg/day on GD O following the ■econd cohabitation of F0 female■• 

P21aae Administered 

Teet diet• ware prepared on~• or twice weekly by diluting a concentrated 
premix with untreated •diet to achieve appropriate concentrationa. 
ooaage• were adjusted to maintain the desired concentration. Diets were 
etored at room temperature until used. Analy■es for concentration, 
homogeneity, and atability were conducted during weeks land 3 for the 
Po generation and week 7 for the P14 generation. 

P2•age Rational• 

Doaagea were ■elected baaed upon the result• of a one-qaneration range
finding reproduction study {TT #90-724-91 MRID No. 427436-331 see 
Attachment I for a detailed deacription of the ■tudy). Sprague-Dawley 
female rat• (12 dame/group) were administered HJC-0243 either by gavage or 
in the diet on gestational day (GD) 0 through lactational day (LO) 21. 
The do•• level• for th• gavage etudy were O, 0.1, 0.7, or 5 mg/kg/day, 
while the diet level• were .a, 1, 7, or SO .ppm (approximately o, 0.1, 0.7, 
or 4.6 'lf'Jl{J/kg/day) • 

Maternal toxicity, obae.rved at 5 rnq/kq/day in the gavage ■tudy and at 
50 ppm in the diet atudy, wa■ manifested•• significantly decreased body 
waight gain on GD• 8-16 for both studies, on LDa 0-8 in the gavage study, _ 
and on LD• B-12 in the diet atudy. The•• affect■ ware more pronounced in 
the gavage ._ atudy particularly during the firat part of the lactation 
period. Food conaumption wa• aleo ·affected more severely in the gavage 
study duri119 the lactation period. Reproductive toxicity, observed at 
S mg/kg/day in th• gavage ■tudy and at 50 ppm in the diet study, wae 
manifested•• exce••iv• pup mortality during lactation in the gavage 
·•tudy. Alao, surviving pupa in both atudiea experienced decreased body 
weight and tremor• during lactation. ffiatopathology of brain and spinal 
cord ti•1uea at 50 ppn demonstrated degeneration · of these tissue,. 

Gavage studva Maternal NOEL• 0.7 mg/kg/day; maternal LOEL • 5 mg/kg/day 
(decreased body weight gain and food con■umption); reproductive NOEL• 
0.7 mg/kg/day, x-eproductive LOEL • S mg/kg/day (exce■■ ive pup mortality, 
decreased pup body weight, and increased clinical sign■ in pupa) 

3 

) 
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Guideline Seri•• 83-41 Reproductiv• Toxicity 

Ritt Studyi Maternal NO$L • 7 ppm (0.7 mg/kg/day); maternal LOEL • 
50 ppa (4.6 mg/kg/day} (dacrea■ad body weight gain and food conawnption); 
reproductive NOEL• 7 ppm (0.7 rr,q/kg/day)J reproductive LOEL • SO ppm 
(4.6 mg/kg/day) (decrea■ad pup body waiqht, incraaaed clinical ■ ign■ 
(tremor■), and hiatoP,athological aign■ [brain and apinal cord 
deganar at ion) ) 

Qb■-a1tion1 

Obaervation■ were made once daily for mortality and phy■ical aigna. Body 
weight data ware recorded weekly during premating. Body weight data for 
fem.al•• were also recorded on CD■ O, 4, 8, 12, 16, 20, and 24 and on 
lactational day■ (LDa) 0, 4, 8, 12, 16, 20, and 211 female■ without live 
pup• ware weighed once weekly until 1acrifice. Food consumption data 
were recorded over a 6-day interval during premating; for female■ it waa 
alao recorded over a 4-day interval during CD■ and LO■ 0-20. 

The following data ware recorded for each litters 

Number of live and dead pup■, ■ex, and individual pup weight on 
LD■ O, 4, 7, 14, and 21 

External anomalie• on LO• O, 4, and 21 

Mortality and physical sign■ once daily 

On day 4, pup■ ware randomly culled to four/aex/littar ·whenever poaaible. 
Pup• that died during lactation and 10 pup■/aex/litter (randomly ■elect
ed) were •ubjected to groea necropey. culled pup■ were examined exter
nally and diacarded. Dead pupa ware fixed in 10\ buffered formalin and 
examined for vi•c•ral abncrmaliti••• Twenty-five male and 25 female 
Pia pup• wer• randomly ■elected•• r 1 parental animal ■• 

Parental male■ wer• aacrificed and necropsied at the time of parturition. 
Parental fem.ala■ were aacrificed and necropeiad after weaning of their 
reapective litter• between LD 22 and 28. After groe• examination, the 
following tia■ue■ ware pre■erved in 10\ buffered formalin and proceaaed 
for hiatologieal examination from anunal■ in the control and high-doeaga 
group•. 

Brain 
Spinal cord 
sciatic nerve 
Uteru• 
vagina 
Cro■• la■ ion■ 

Ovari•• 
Ta■te• 

Epididymide■ 

Seminal va■iclea 
Pro■tate 

In additionr brain, ■pinal cord, and eciatic nerve ti■auea from animal• 
in the 0.6-mg/kg/day group and the sciatic nerve tieaue frOffl animal• in 
the 0.1-mg/kg/day group were proce•••d for hiatopathological examination. 

statiftical Ana1v,11 

The following analyaes were. conducted: 

4 



64

• c. 

• 

Guideline Serie■ 83-4: Reproductive Toxicity 

Parental and pup body weight/weight gain; food conaumpti0n1 length 
of geatation1 time to mating; mating, fertility, and fecundity 
ind.ice■, and number■ of implantation eitee and live and dead pup•-
Analy•i• of variance or covariance followed by a trend teat and 
rankit tra.neformation (for continuou■ variable■) or Kantel-Haen■zel 
teat (for di■cret• variable■) 

In~ertility--KOSTASOT, Mantel-Haenezal teat, and/or Chi-Square teat 

compliance 

The following atatement• ware provided: 

A ■igned Statement of Ho Data confidentiality Claim■, dated June 3, 
1993 

A ■igned Statement of compliance with EPA GLP■ dated May 5, and 
June 2 and 3, 1993 

A aigned Quality Aaaurance Statement, dated May 5, 1993 

RESULTS 

I••t Material Analv•i• 

Re■ul~• of concentration analy••• for two separate batche• revealed 
value■ ranging from s2, to 1061 of target (with two exception■) f_or all 
thr .. do■age level■• Homogeneity, al■o analyzed at all do■age level• on 
three ■eparate batchea, revealed value■ ranging frO(Q 821 to 1081 of 
target. Th• re■ult• of ■tability analyee■ revealed value■ ranging from 
80\ to 1001. 

Parental Toxicity 

&>rtalitv 

No compound-related mortalitie• were obaerved at any expo■ur• level in 
either••• or generation. In the Fo generation, three male■ were found 
dead (one each at 0.1, 0.6, and 3.6 mg/kg/day during week■ 18, 7, and 20, 
re■pectively). Pour r0 femal•• were found dead (one at 0.1 rwg/kg/day, 
on• at 0.6 111119/kq/day, and two at 3.6/1.8 mg/kg/day during week• 21, 1S, 
and 22-24, reeptetively). Ho treatment-related qroe■ findings were 
obaerved at necrop9y. 

In the r1 generation, three male■ were ■acrificed moribund (one each at 
o, 0.1, and 3.6 mq/kq/day during week■ 13, 13 and 12, re■pectively)1 

necrop■y did not reveal the cau■e of death. Among P1 tamale•, one animal 
from the control ~up waa found dead at week 19. In addition, four 
animal• w•r• ■acrificed moribund (one at 0.1 mg/kg/day, two at 
0.6 rrt9/kg/day, and on• at 3.6/1.8 rr,g/kg/day during week■ 19, 2, and 1, 
re■peetively).· Mo treatment-related groe■ finding• were obaerved at 
necrop1y. 

5 
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Gu i deline Serie• 83-4: Reproductive Toxicity t°I 
~inical obaeryation• 

No compound-relatad clinical eign• ware obaarved at any expoaure level in 
either ■ex or generation. 

Body Weight 

Compound-relatad effect• in body weight gain were observed at 
3.6/1.8 mg/kg/day for both sexea and generations. Summaries of body 
weight/weight gain data for selected intervals are presented in Tables 1 
and 2. Detailed reaulta are discuaaed below. 

In the Po generation among malea, • ■ignificantly dacreaaing trend with 
incr•••inq doaage wa• oba•rved with regard to body weight gain (Table 1) 
for th• entire pramating period (week■ -1 to 8}. Body weight• in th••• 

, _ male■ (data not ahown) decreaaed •lightly at 3.6 mg/kg/day throughout the 
aa.me period. For Fo f-.male• during the premating period, a significantly 
increaainq trend with increaaing doaage wa11 obaerved with regard to body 
weight gain (Table 1}, while body weight• increaaed slightly above 
control (data not ehown). During the tirat gestation period, a signifi
cantly decrea•ing trend with increaaing doaage wa• observed with regard 
to body weight gain (Table 2). Body weight during the fir•t gestation 
period (data not ■hown) waa comparable among all dose group■• Notre t
ment-related effect• on body weight or weight gain were seen during the 
••cond geetation period and fir■t and ■econd lactation period• (data not 
ahown). 

In the P1 generation among malea, a ■ignlficantly decreasing trend with 
increaeing do■age waa obeerved with regard to body weight gain (Table l) 
for the entire premating period (week■ -l to 15). Body weight in theae 
male• decrea•ed below control throughout the study at 3.6 mg/kg/day (data 
not ahown) • . For r 1 females daring the premating period, a significantly 
decrea■ing trend with increasing do■age wae al ■o observed with regard to 
body weight gain (Table 1), while body weight decreaaed below control at 
1.8 mg/kg/day. During th• ge•tation period, a significantly decreasing 
trend with increaaing doaag• waa ob■erved with r~gard to body weight gain 
(Table 2) on GD■ 0-20, while body weight (data not ■hown} wae con■ i■t
ently lower than control. No treatment-related effect■ on body weight or 
weight gain 1o1ere ••en during lactation (data not shown) • 

rood eon1umption 

No compound-related effect ■ on food consumption (g/ani.mal/day) were 
obaerved in either ••x or generation. For P0 lactating . female■, a de
er•••• in food con■umption wae noted at 3.6/1.8 rrq/kg/day on LD■ 4, 8, 
and 12, and at all thr•• doaage levels on LDa 16 and 20. The•• decraa■ee 
we~• not •••n for r1 female■ , and therefore, they were conaidered to be 
incidental. 

Hiatopttholoax 

Compound-related effect• in hi,topathology were ob■erved in both sexes 
a~d generation• at J.6/1.8 mg/k~/day. In the Po generation, neuronal 
degeneration in the brain and/or ■pinal cord wa• observed in males (29/33 
a.nd 31/33, re■pectively} and female• (23/33 and 5/33, respectively); 
•light degeneration of the ■ciatic nerve wa11 obaervad in 4 ot 33 malaa . 
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In the , 1 generation, neuronal degeneration in the .brain and/or apinal 
cord wa■ al ■o noted in mal•• (23/25 and 23/25, re■pectively) and female• 
(18/27 and 1/27, reapectively}; no degeneration of •ciatic nerve• waa 
ob•erved in male■ at 3.6/1.8 mg/kg/day. 

Reproductive Toxicity 

Compound-related reproductive effecta were observed at 3.6/1.B mg/kg/day 
in both generationa. Summari•• of reproductive par&llletara are preaented 
in Table■ 3, 4, 5 and 6. Detailed re■ulta are diacussed below. 

In the r0 generation (Table 3) during the fir•t mating period, nonaignif
icant deer••••• in the fertility index were obaerved at 0.1, 0.6, and 
3.6 mg/kg/day•• a reault of deer••••• in the fecundity index. During 
the ••cond mating period in the Fo generation (Table 4) and in the 
? 1 generation (Table 5), aimilar deer••••• in fecundity and fertility 
indicea were ob■erved only at 3.6/1.8 mg/kg/day. 

In the r0 generation {Table J), a aignificant trend toward• deereaaing 
number of live pup■/litter with increasing dosage was obaerved for the 
fir■t mating. However, all incidents were within th range of hiatorical 
control•, and therefore, thi• finding wa• con,idered to be incidental. 
In addition, ■i.milar trend• were not aeen in the Fo aecond mating and 
F1 mating. 

In r 1• and Plb litter• (Tabl• 6) prior to weaning, the .following clinical 
aign• were obaarved at J.6/1.8 mg/kg/day: intermittent head tremor• 
and/or whol• body tremor•, hind limb exten•ion and ita limited use, 
and/or hind limb aplay. Some aigna in Fla pupa (hind limb aplay in 
25/25 malea and 27/21 female• and whole body tremora in 10/25 males and 
13/27 female•) per■ iated during the poet-weaning period (data not shown). 
In r2 litter• (Table 6), on the contrary, only 1 of 11 litters at 
J.6/1.8 mg/kg/day exhibited clinical ■ign• consbtin.g of whole body 
tremor• and hind liml:> exten■ion from LD 14 to LD 21. Thus, lowering the 
high-doaage level from 3.6 to 1.8 mg/kg/day beginning on GD O reduced the 
incidence of treatment-related •ign1 in r 1b a.nd r 2 pup■• · 

Among l'la pup• (Ta.bl• 3), a llignificantly decrea■ing trend with in
creaaing doaage wa• obaervad on body weight for both s•x•• on LD• 14 and 
21. For r2 offeprin9 (Table 5), a significantly dec~•••ing trend with 
increaaing do■age wa• obaervad with regard to body weight for male pupa 
on LD 4 and for male and female pup• on LD• 14 and 21. The decrea••• in 
pup body weight during late lactation may have been •••ociated with th• 
phy■ical inability of th~ pupa to reach the feeder•• a conaequance of 
tremor• and hind lilnb_ iacobility. 

UYIMBS' 01scyss10N'/CQNCL0s10Ns 

Teet Material Analv••• 

Th• purity, homogeneity, and ■tability of the te•t compound were 
confirmed. With th• exception of a few occasions, the concentration 
analyse• revealed value• within t201 of target. 
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Par1nt11 Toxicitv 

compound-related parental toxicity was obaerved at 3.6/1.8 mg/kg/day. It 
waa ma.nifaated •• decreaaed body weight gain in F0 and P1 ~•l•• and 
female• during premating, and in Po and P1 female■ during geatation. In 
addition, hiatopathological changea, including neuronal degeneration in 
the brain and spinal cord, were obaarved in both generation• and eexea. 
Baaed on th••• reault8, the NOEL and LOEL for parental toxicity were 0.6 
and 1.8 #9/kQ/day, reapectively. 

Reproductive Toxicitv 

Compound-related reproductive toxicity waa obaerved at 3.6/1.8 mg/kg/day. 
It wa■ manifested in both generation■•• deer••••• in the fec~ndity and 
fertility indic••· Th• number of infertile r0 famala■ incraaaed at 
_1.8 mg/kg/day (21\ versus 3\ in the control) when animal■ that did not 
produce a pregnancy in the firat mating were paired during the eecond 
mating with known fertile aniln•l•. The number of infertile malaa, 
however, wa■ comparable aero•• all group■• Thi■ obaervation ■uggeata 
that the treatment 1pecifically affected the female■• Clinical ■igna of 
toxicity were •••n in pup■ fr0e11 both generation■. Incidence• of clinical 
■igna decr••••d in F2 littere receiving lower doaage level■ 
{1.8 mg/kg/day). Ba■ed on th••• re■ulte, the NOEL and LOEL for 
reproductive toxicity were 0.6 and 1.8 mg/kg/day, respectively. 

CORI CLASSJFICATIOH 

Core Guideline Data. Thia atudy aatiafi•• th• guideline requirement■ for 
a reproductive toxicity atudy (83-4) in rat■• 

Syatamic NOIL • 0.6 mg/kg/day 
Syatamic LOEL • 1.a mg/kg/day based on decreased body weight gain and 

hiatopathological change• in neural tisaue of both ••x•• and 
generation■ 

Reproductive NOEL• 0.6 mg/kq/day 
Reproductive LOIL• 1.8 VJq/kg/day baaed on decreaaed fecundity and 

fertility and clinical aigna in pup• of both generation■ 

F. RISK ASSJSSKENT, Not applicable 
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TABLB 1. 

IMelt of 
Ttffi.rtt 

Fe !1\H 
_, 

1 
4 
a 

·t to a 
F, feN\D 

. .. 1 
1 
4 
a 

-1 to a 

Gu i deline Seriea 83-4: Reproductive Toxicity 

Body Weight and Weight Gain (9} During the Premating Period for Rats 
lbtpoaad to KK-0244 for Two Succeaaive C.n•rationa•• 0 

0 3.6/1 .at 

350 348 347 346 
393 388 389 392 
501 493 495 494 
583 576 58.3 565 
Z.33 ll.1 Z.35 219"1 

Z30 229 22a 212 
243 244 244 244 
2a8 291 289 m 
317 ]23 322 332 
ar 9S 93 101• 

··· ·· ·· ·················· ·· ···· · ···· ··· ··········· ·· ·· ·~· ······ · ···•& ····· ·· ·· ····· ······ ··········· · ·· ····· 
.f1.!ll!n 

- 1 82 81 a, 
1 134 132 13,l 
4 324 316 317 
a 496 489 492 

12 571 570 579 
14 606 599 608 

-1 to 14 536 530 S42 

ftfffl!ID 

- 1 85 87 86 
1 130 136 133 
4 Z27 n, 230 
a 29S 295 298 

12 326 325 330 
14 342 m 347 

- t to 14 257 254 261 

-Oata Wint ..u-.cted ftOII Study Ila. TT fft •7t5·0, Tabl" A•S, A-9, A-46, and A-47. 

~tandard dlllriettCN wet• not pnwided • 

59 
100 
261 
437 
508 
545 
500• 

67 
108 
200 
262 
297 
3l6 
24~ 

en,. l'lf;h·cbaet r-.celwd by the F1 and F1a fe.l" WH red.Iced to 1.1!! II/fl/kl/day on GO O following th• 
HCOnd CC!Mbltatl_, of f • teaatn. 

-Sitntffc.ant tnnd thrCIUllh lndlcated dosa,oe (pc0.05) 

9 
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TAB.LB 2. Body Weight Gain (gt S.D.) During Ceatation for R•t• Exposed to 
Mlt-0244 tor Two succe■■ive Ceneration■••b 

Cfftation 
Day 

G-1Z 

12-16 

16-20 

0--20 

0 

59 

20 

63 

142 

0.1 0.6 

62 

19 

63 

144 

61 

16 

64 

142 

l.6/1.8" 

61 

11 

63 

136• 

········································· ···~······~················································ ·······-
f.1 Aentt•S! 00· P1 Utter• 

0-12 54 60 59 

12 .. 16 25 25 28 

16-<0 S4 51 57 

0--20 133 135 145 

-Oat■ wr• axtrac:tlld frca Stl.dy •o. tr 191·715·0, Tables A·13 and A·51. 

~tandard deviations ware not provtdlld. 

42 

31 

53 

cyh• hfth•do .. o• received by the F1 and F1a t .. ln waa l'llduced to 1.8 11119/kg/ctay on GO 0 fol I owing the 
second cotlllbitation of F1 fenales. 

•sfgntflcant trerid throuah indic:ated doaag• (p<0.05) 
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TABLK 3. Effect• of Expo•ure to MX-0244 on Po Reproductive Parameter• 
and r 1a Off•pring survival and Body ,Weighta 

0 
~•rl!Jtlon •S ~ICb Cxli!S!!urs L~vel ~!!!1£lc11£da~ 

Par-ter li.i 0.6 . J . 

Mo. paired f-ln ll 31 33 33 
Ito. •tinea 33 31 33 31 
11etlne inda• <l>.,_ 100 94 100 94 

Ito. Pf"et'W't f-l" 30 22 2S 22 

Fertility index (l)4 91 67 76 67 
FecWldt ty fndu (l)• 91 71 76 71 

Gnt1ttan fndu Cl)1 100 100 100 100 
Gntltfon length (da~) 22.5 22.4 22.7 22.5 
lkl. f .. l .. 11ith liveborn p1.ips 30 22 25 22 

tote\ no. live pupe 
Day 0 424 331 367 2a7 
Day 4, pncul l., 406 319 355 278 
0ly 21 228 173 191 161 

Nean ro. ll ve pupa/ l I tt er' 
Oay 0 
Day •, precull., 

14. 1 (30) 15.0 (22) 14.7 (25) 11.0• <l'n 
13.5 (30) 14.5 (22) 

Day 21 7.9 (29) 7. 9 (22) 

Live blrdl Index (l)~ 94 99 
Vl ■bH ity indu <l)a..l 96 96 
Uctation fndu <l>.._, 99 99 

Neen P-4) body wight (9), •ln 
oav 0 6.6 6.6 
O■y 1 119.1 17,7 
Day 21 59.a 59.2 

....,, ~ ~ .-ight (9), f ... l .. 
Day 0 6.3 6.3 
Day 7 17. 2 17. 5 
Day 2t 56.9 57.8 

Su r1tlo (l •ln day 0)., 47 53 

-Oata ..,._ u:tract«I froa St~ No. TT 191·715·0, T■bln A·l2, A·33, and A·98 • 

.,taleul1ted (but not analyzed) by tha revftwtr■ utine irdlvlci.lll animl dlU 

"Mating fndu: llo. of •ted f-l• eaprn1■d •• I of no. of paired f-ln 

'Fertfl lty tndtll: lo. of pNVrWlt f-l• ~•Id I of no. of paired f-ln 

.,ecardfty indu: 11o. of pregnant f-l• exprnsed I of no. of •ted f-t• 

14.2 (25) 
7.9 (24) 

97 
97 
99 

6.7 
18.3 
60.S 

6.4 
17.3 
58.9 

47 

1GHtatlon tnd■-1 Mo. of f-l-■ ct.liverine a l 1ve litter expressed II X of no. of pregnant feni■ ln 

'MU11ber11 in ,-ren1:11 .. 11 are the l"Ullben of litter• included in th• calculation. 

'\lve bfrth fndu: ,ercenttte of P-..- born alive based on no, of total 1)1.4)1 bom 

'vi ■bflfty Indus ,arcentage of ~ surviving 4 days based on no. of pupe bom eliva 

1t.ectat Ion indu: P•rcent1,e of ~ sc.1rvfvfn, ~t days based on no. of l Ive ~ on day 4 postcul t 

•signific-ant tr.-id ttirougll tndfcat■d do1111• (p<O.OS) 

11 

12.6 cm 
7. 6 (2tJ, 

96 
97 
99 

6.7 
18.2 
40.2• 

6.4 
17,4 
40.4* 

49 

; 
) 
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TA.BU 4. Bffect■ of Expo•ure to KJt-0244 on P0 Reproductive Parameters 
and r1b Off■prinq Survival and Body Weighta 

lo. pal,.ect f-lH 
Ito ... tine• 
Natlnt i~x Cl)l,,c 

No. prt;IIW\t f-lts 

fertility index (J)4 

Fecu'ldity lrdax (X)9 

GHtat.ion fnclu (1)1 

Gettation lqth (dlya> 
lo. f-l" with l i veborn ~ 

Total no. lfve pupa 
Day 0 
Day 4, precull• 
Day 21 

Mean no. lfve ~/l itt, ... 
Day 0 
Day 4, precull• 
Day 21 

Lfve birth fndeJI (I) .... 
VfabH f ty lf'ldu (l)i.,a 

Lec:tatlan index (X)•J 

Netn i:x. body weight <t>, •lea 
Day 0 
Day 7 
Dey 21 

_.,,~body weight <a>. fe1111ln 
Day 0 
Day 7 
Day 21 

Su l'ltlo (X .. l .. dey o,• 

0 
Obstrntfon ft heh Exposure Lev,l (11111/h/dey> 

o., 0.6 3.6/1.8 

JJ 
32 
91 

100 
22.2 
28 

416 
393 
214 

14.9 (2.8) 
14.0 (28) 
7.6 (29) 

95 
• 94 

99 

6.5 
16.6 
57.9 

6., 
15.l 
54.4 

50 

n 
32 
97 

28 

85 
88 

96 
22.4 
27 

391 
lTT 
206 

14.5 (27> 
14.0 (27) 
7.6 (27} 

99 
96 
91 

6.7 
16.9 
59.4 

6.4 
16.0 
56,9 

51 

32 ll 
31 31 
91 94 

26 23 

81 70 
84 74 

100 100 
22.4 22.4 
26 23 

419 347 
407 336 
202 163 

16. 1 (26) 15.1 (23) 
15.7 (26) 14.6 (23) 
7.8 (26) 7.4 (22) 

'9 98 
91 91 
99 9S 

6.7 6.8 
17.4 17.8 
61.S 60.2 

6.3 6.4 
16.3 16.3 
57.a 56.l 

51 411 

• -W,aca were ut,.ec:tect frca Study Ito. TT '91•715·0. Tlbln A•34. A·35, end A·99. 

"catculatect <but not analyud) t,y the rwi_.,.. ualne fndlvhlal anlael data 

-...u,.. Index:" to. of •tad f-les upl"Nsed u 1 of no. of pefred feflllff 

•Fertility Index: lo. of pres,w'lt f-les exprffled I of no. of paired t .. let 

•F.eu-dfty Index: lo. of pregnant f_l .. _,xp,.nsed Io~ no. of Mted h•les 

'c..tetton index: lfo. of f-l• dellwring • live litttf' expreued u l of no. of Pf"t9Nf'lt f_.les 

'Nuiiben in per-,thNIS .,. tha l'Ulbera of lltte,.. included in the ~lculattcn. 

l\tn birth tndell: Perc-,uge of P'-P bom ■ ltve based on no. of total ~ bom 

'v I abil tty f rdaJC: Parcent • of pupe aurvf vi ng 4 days based on no. of pupe born •live 

Ji.act■tfOfl indeJI: Percentage of pupe survlvinv 21 days baud on no. of l fw ~ on day 4 poatc:ull 

12 
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TABLB S. Bffect• of Expo•ure to KX-0244 on P1 Repro<iuctive Parameter■ 

and P2 Offspring Survival and Body Weight• 

0 
Observation ft Each bposyre Leytl CIIIJl/ka/day) 

0.1 0.6 3.6/1.8 

• 

'"'• peir-ad f-lea 
Ito. •tinp 
Netirll indell (1)¥ 

llo. pregnant f-l" 

fertility frdell (I)• 
feclnflty frdell (I)• 

Gntetfon indu (l)1 

Gntetton lqth (days) 
Ito. f-ln with l lwoom ~ 

Tote& no. u_,. p.p 
o,y o 
Day ,, pncul l11 

Dey 21 

!Ileen no. live pupe/lltter' 
Dey 0 
Dey 4, pncull 11 
Dey 21 

Live bir-th indu ex,..,. 
vrebHity Index cx,i..a 
lectetlan fndu (l)ltJ 

lileM p,f1 body 1,1lght (9), Min 
oay o 
Oey 7 
oey 21 

Me,111 ,_. body wight <1>. f_l .. 
Dey 0 
Day 7 
Dey 21 

Sea retlo ~ •ln day O>' 

25 
25 
100 

20 

ao 
80 

9S 
22.4 
19 

265 
252 
129 

13.9 (19) 
13.3 (19) 
6.8 (19) 

98 
9S 
88 

6.7 
16.6 
58.0 

6.3 
15.4 
54.8 

49 

2S 
23 
92 

20 

ao 
87 

100 
22.3 
20 

271 
263 
137 

13.6 (20) 
13.2 (20) 
7.2 (19) 

99 
97 
94 

6.4 
17. 1 
58.4 

6.Z 
16.6 
57.5 

51 

-Oata wn u:tnc:ted ftoa Study 111.o. TT '91·715·0, Tables A·6Z, A·63, and A-126. 

25 
22 
88 

21 

84 
95 

9S 
22.4 
20 

307 
287 
131 

15.4 (20) . 
14.4 (20) 
7.7 (20) 

97 
93 
86 

6.4 
16.5 
59.7 

6.1 
15.4 
57.4 

50 

• •celcul•tad (but not -lyted) by the reviwen using indiviclal aniMl data 

,..tine fndu: lo. of •ted f-ln uprnaed a• I of no, of paired ,_ta 
4ferttltty fndu: Ito. of pr91Nftt f-ln uprnaed I of no. of pafrad ,_tn 
•fecla1dtty tndta: Ito._ of pr..,,_,t f-ln eapr"aed l of no. of •ted feaialH 

1Gntetion tndell: No. of f-ln deltw_rfnt • ltv-e titter expr".Md H X of no. of pre1!Nf'lt fe1111l" 

--~.-. tn pannttlHII aN the~ of littera included in the cal~l•tion. 

~ive birth hdta: Petcentlft of p..- bom ■ live based on no. of total ~ born 

'vfabtltty fndtJl: Perca,t■ve of ~ survhfng 4 days baaed on no. of ~ born al Ive 

At.actetlan fndu: Perctnt1111 of p..- IUf"Viving 21 days baaed on no. of live p..- on day 4 postcul l 

•stanlfl~ trww:t th~ tndtcettd dot ... (p<0.05> 

13 

25 
23 
92 

92 
22.5 
11 

162 
157 
83 

14.7 (11) 
14.3 (11) 
7.S (11) 

99 
97 
94 

6.4 
15.2 
52.,. 

6.1 
14.8. 
51.0 

50 

/ 
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TABU 6. Phy■ ical Signe During Preweaning Period Exhibited By Fla' F10, and F2 
Litter• Bxpo•ed to Kit 02444 

!1a lftter• 
N~r of litters exaai ned 

Hind l hllb ext.neion 
Mind lflO a.play 
lnteraittent h.-f treffiOra 
U■ited uae of hird l imb(O 
Whole body tr11110ra 

!1~ lftt•n 

Nl.llllber of litter. eAa■fned 

Mind l hlb ut.,.fon 
Hind l flllb apley 
lntel'llt ttertt head trn10r• 
Li■fted Lae of hind limb(a) 
\otiole body tr11110ra 

F1 littw 

Nl.llber of l i tte..- •••f ned 

Mind l hllb ext.,,.fon 
Hind l hllb epley 
lntel'llittent he.cl tra110ra 
Ll■ited uae of hind li.c(1) 
\llole body trea,ra 

0 

30 

0 
0 
0 
0 
0 

28 

0 
0 
0 
0 
0 

19 

0 
0 
0 
0 
0 

Observatjm 1t EK,b E•posure LfV!l <ma{kq/dayl 
0.1 o.6 3.6,,.a 

22 

0 
0 
0 
0 
0 

27 

0 
1 
0 
0 
0 

19 

0 
0 
0 
0 
0 

25 

0 
0 
0 
0 
0 

26 

0 
0 
0 
0 
0 

. 19 

0 
0 
0 
0 
0 

22 

2, 
,a 
20 
21 
21 

23 

5 
0 
0 
5 
7 

11 

1 
0 
0 
0 
1 

-Oat• wef'• extrectad frca Stuctv Wo. TT fi1•715·0, Tabln A·36, A·37, Ind A·64 • 

14 
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carolyn.brinkley@synge 
nta.com 

09/21/2004 03:03 PM 

To: Thomas Harris/DC/USEPA/US@EPA 
cc: kimberly.clark@syngenta.oom 

Subject: FW: Emamectin standards 

oro, one of ,r,e conditions oI a previous emamec:.in regi s r~ tio:1 was tor 
Syngenta to s;.ib:nit certain ana·yti:;al standards to t h e EPA. - believe 1:h.:..s 
completes what we owed he Agency. 

Carolyn F. Brinkley 
Sr . Regu atory Produci: Manager/ I nsect i cides 
Syngenta Crop Protection, nc. 
P.O . Box 18300 
Greensboro, NC 27119-8300 
Phone ; ( 336 ) 632- 2838 
Fax: (336) 292-6374 
Email: ca.,..ol y:1.brink ey@syngenta . com 

> - ---- Original Message - ----
> From : Hunt David A lJSGR 
> Sent : Thursday, Se tember 02, 2004 8 : 56 AM 
> To: 9rin~ley Carolyn USG_ 
> Subjec Emamectin standards 
> 
> Carolyn, 
> 
> These standards h<1ve been shipped to Terry Coe at -che EPA: 
> 
> <<01 - 10_.doc>> 
> David A. Tlu:n: 
> 

~ 
04·101 .doc 
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S~ngi•nta Crop l'rotet·tion, Im·. T~I J3<, <>32 611(K) 
l'.O. Rm, IS,Ofl 

(jro.;cn<hnm. J\:(' 2741 Y ~JO() 

ti 
syngenta 

-

June 8. 2004 

Document Processing Desk 
Office of Pesticide Programs (H7505C) 
U.S. Environmental Protection Agency 
Room 266A, Crystal Mall 2 
1921 Jefferson Davis Highway 
Arlington. VA 22202-4501 

ATTN: Thomas Harris Insecticide Rodenticide Branch 

SUBJECT: Emamectin Benzoate Technical EPA REG. NO. 100-902 
Submission of Final Printed Labeling In Response to EPA Acceptance Letter 
Dated February 23, 2004 

Dear Mr. Harris: 

Syngenta Crop Protection, Inc. hereby submits 3 copies of final printed labeling in response to the 
EPA acceptance letter dated February 23, 2004. This labe ling incorporates the fo llowing 
changes to the Directions for Use site list that were required in the Agency letter: 

• The term ~turnip greens" has been expanded to "turnip greens (tops, 1eavesr. 
• ~Turnip greens (tops , leaves) on ly: For use on turnip varieties grown for leaves only . 

Do not use on turnip varieties grown for roots or dual-purpose varieties grown for 
roots and leaves." has been added as a footnote to the above phrase. 

The miniature version shows layout of text as it appears on the actual container. The larger print 
copies are supplied to help faci litate review and duplication . 

The label copy code is SCP 902A-L 1G 0504. 

If you have any questions please contact me at (336) 632- 2838. 

Sincerely, 

~1h//.::9-y~~~ 
Carol~n Br~~~- - . · 17 
Sr. Regulatory Product Manager 
Regulatory Affair 

Enclosures: 1 copy of labeling (miniature) 
2 copies of labeling (large print) 
EPA form 8570-1 

•••• • • • ••• 

• 
• • •••••• • 
•••• • • •••• 

• 
•••• • • •••• 
•••• • •••• 

•••••• • • • • • 
• ••••• • • •• 
• •••• • • • •••• 



76l 

Mea:;e reaa 1mnrucr1ons on reverse Derure com1JJermg_ 10,m. 

' 
United States □ Registratlon 

OPP Identifier Number 

&EPA Environmental Protection Agency Amendment 

Washington, DC 20460 Other 

Application for Pesticide - Section I 
1. Company/Product Number 2. EPA Product Manager 3, Proposed Classification 

100-902 Thomas Harris 

4. Company/Product (Name) PM# G] No11e D Restricted 

Emamectin Benzoate Technical IRB 
5. Name and Address of Applicant (Include ZIP Code) 6. Expedited Review. In accordance with FIFRA Sectiol'I 3(c)(3) (b){i). 

Syngenta Crop Protection, Inc. my product is similar or identical in composition and labeli11g to: 
P. o. Box 18300 
Greensboro. NC 27419 EPA Reg . No. 

CJ Check if this is e new address Product Name 

Section -11 

D Amendment - Explain below. G:J Final printed labe ls in response lo 
Agency letter dated February 23, 2004 

. Resubmission in response to Agency letter dated D "Me Too' Applk:.ation . 

Notification - Explain below. D Other - Explain below. 

Explanatl.on: Use additional page(s) if necessary. (For Section I and Section 11 .). 

Syngenta Crop Protectlon, Inc. hereby submits 3 copies of final printed labeling in response to the EPA acceptance letter 
dated February 23. 2004. This labeling incorporates the following changes to the Directions for Use site list that were 
required in the Agency letter: 

• The term '"turnip greensn has been expanded to "turnip greens (tops, leavesr . 

• "Turnip greens (tops, leaves) only: For use on turnip varieties grown for leaves only. Do not use on turnip 
varieties grown for roots or dual-purpose varieties grown for roots and leaves." has been added as a footnote to 
the above phrase. 

The miniature version shows layout of text as it appears on the actual container. The larger print copies are supplied to 
helo faci litate review and duplication. The label coov code is SCP 902A·l 1G 0504. 

Section - Ill 
1. Material This Product WIii Be Package<t In: 
Child-Resistant Padcag lng Unit Packaging Water So luble Packaging 2. 

T~ Cootalne, 
a Yes* a v es aves Metal 

No No No PlasUc 
Glass 

Certification must If "Yes' No. per If ·Yes· No . per Paper 
be submitted Unit Packaging wgt. Container Unlt Padcaging wgt. container Other (Specify) 

3_ Location of Net Contents Information 4. StZe(s) Retail Container 5. Location of Label Directions B On Label D Label D Container On Labeling accompanying product 

6. Manner in Which Label is Affixed to Product § Lllhog<a .. D Other 
Paper glued 
Stenciled 

Section - IV 
1. Contact Point (Cc.mJJlete items diracttv below for identification of individual to be contacted, If necessatY. ta 1Jf0Cess this aaalication.) 
Name . Tille Telephone No. 11111tl•4e Area Code) 
Carolyn F. Brinkley Sr. Regulatory Product Manager , (336) 632-2838. • • • : 

Insecticides 
Certification 6. Date App lication 

I certify that the statements I have made on this form and all attachments thereto are true, accurate and complete . Received • ••••• 
I acknowledge that any knowingly false or misleading st.itement may be punishable by fine or imprisonment or 
botti under aoolicable law. 

2. Signature 3. Title 

. (u~~ ;JL oa. _ 1J a : __ Sr. Regulatory Product Manager 
I nsectiddes 

/ 4 . Typed Name :I:' 5. Date 

Carolyn F. Brink June 8, 2004 
. . 

EPA Form 8570-1 {Rev. 8-94) Previous edtllons are obsolete . 

• ,stampep) • • • ••••• • • 
•••• • • •·• .. 

• 
•••• • • •••• 
• ••• • •••• 

•••••• • • •• 
• •••• • • • •••• 

EPA-FRM (G - CA-DOC - REGAFFRS] 6/5/97 - bb 
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1:'JO'f ~~~~ce 82-2 
In ACC't (' l~dll.t \\.\ beli1l8 oated 
Based on Draft La 

FEB 2 3 2004 

Emamectin Benzoate 
Technical 
An insecticide for formulation into end-use 
insecticide products intended for non-domestic 
terrestrial outdoor food use. 
Active Ingredient: 
Emamectln Benzoate {CAS No. 155569-91 ·8) . .. .. • . • . . . . . 97.0% 

Other Ingredients: 3.0% 
Total : 100.0% 

KEEP OUT Of REACH OF CHILDREN. 

DANGER/PELIGRO 
Si usted no en tie nde la etlq ueta, busque a a lguien para q ue ~e la expliquc a 
u~-ted en detalle. {If you do not understand the label, find someone to 
expla in it to you in detc1il.) 

See addl onal precaut ion ry statements on label. 

EPA Reg, No. 00-902 
EPA Est. 4 1448-SW•1 

Pl'oduct of Switzer1and 

Product ID. 28075 

Net Contents 

•••• • • • •• • 

• . , . 
•••••• • 
•••• • • •••• 

• 
•••• • • •••• 
•••• • •••• 

•••••• • • • • • 
• ••••• • • •• 
••••• • • • •••• 
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FIRST AID 
If In f'fel : cid ~,e cp:n and rln!i! !iowlf ;ir,o ~•1 .,,;o, Willer lor I~-, min.rte~ Rtm~,e contlrt le~~ if prncn~ al':•· 11'1! f~n 5,. nutes, 1~cn 1anli""" fi, Ing e-,e. CJII ~ poi· 
100 00111101 centff" or «KW le, t unent all>icc. 
1tswallow.'f<t Cal a pci!Qll(<ilrtrol r!n1eror dor!O' imm¢",ttlt1orwatment i,;t,~. Hll'1e pmoo !Ip gli!s of w•1o:rif ,lit tow,;;101•; Do not i<>~oo,: ,an1illn9 unle11 t~c10 do 
so tr; & polsen ron1~ rorm:r ,a, 6:J<jor. Do not ~Ye arr,tni,g 111 111outh to an unton!Ooo• peson 
11 011 run or do1hlng: Tau off 11?num!nated d01h~ Rin~ skn ·mmedl,1ey ·~ithp'entfof .,..i.., for 15-20 :ri~J.,es. car a F<i~n <0ntrol tH",m or dW.or far 1rw.ment ad1ice. 
If inholed: IAc>.~ peMn ;o mnh ~r. II· pel'IOO Is nat rea1hing, ci/1 911 or an arrb.idntt\ ~nd lhdl gl,e art'ilc'al respirati,;n, prcfur,hly tw.llh-1o•mcAAh, if po1>b e. Cal a poison 
corno a:nttr or ®rulr for vu1ml!lrt adritc. 
llf<ITT to PHY'S ICI Probi ble - 1 d gv -~ ton1nrdca~ tht UM qi <J!!llk Y19f- E;tlr fg-4 of i 'O\ica1lon include !;ilal1:d pupik,muKul!t ln:oorc,naf<r\ ~nd 
,.,,,ide 11..-on. If 1oxiirJ from 11_1i;oiure h~I prngreswd 11' -c W•~•t 1'0f!!ltmg, 1he txtcnt of 1eultrnt fluid and ele:tr~t,t~ imballn.tt lhould bt i,<JU~d. ~pprCfXl&te 9~r.
.Ye parent1:ra ftuid pl!Cement 11-era~y Jhould be 9l1~n. along wh~ ott-er ~rtd Y~!lr;o m01me, (lu:h as m;, r:en.r« of blood Frl!!!iure lerek ind i:<<>pcr 1<,prflli:rj 
fur.c:bn;,itl}as'r c•h:d ~y cinlca 1l9n~ !'/111Pto-ni. aa:l m""P.rem!f',5 
l'I !!'/ere ti!SOS. o'111c"'•fcru should rontr~e fer (!I lt.1~ ,.,,.,,, d~JS un~I (ni~ rord:iai ii !1able irtJ noir-~l Sinre e-nirnec.r ben10.ne ·s b-lio,~d to trliance G"I ~:t~il'J ir rri
mal, It ls probaby ·Aii,e lo:ntiddrugs1h;,te""anc G~f!A&,ti,ity •;b.rohura ~ l;en,odi,h,plr\H. v~pro,c 1'<idl in p:!~nt11·i:h 0;1en1laly;o,ir m:,,-.ettin ~&UOi11ee>r.<J<11ro. 
Hi•~ ;ho prod.id tcn~inet "liOEJ w~h ~'OJ 'Atn~n -:.•liny a 1)0.SCfl ccn rd cr.n~r a doctor c, 9ctng :~r ~reahr,cml 
HUT UNE NUIAl!(R: ru 24 Hcur Medal Emcrg""Y A!Ht,rce ltlum;in or 1,nim!l) « Che-r, (,II !l"Qrg:n,y A>,,i.ance ,!f?lil L11ak, fir(, or Aaidenl), C.11 t-&»e"4312. 

PRECAUTIONARY STATEMENTS 
Harards to Htm1am and OOme$tic Animals 

DANGER/PELIGRO 
cerro;\oe. Ca1Ms irr111~rsi hlc cit d?J"t ge. Do not !I'll in C'/.S or er clDlh·ni \\~a· pro1ecti,t f!'JE'.~e;rl,9ogglm, t.,;eihiold, ,ir safety ,;a,Yt;.\ M,11· t;e l•W it rNah:,wed. Wast- \hor· 
Qll9hl1 ,.•~h v.,ap an.d l'atcr alter h.mdling and bl!fur~ c;rting, drrJdr,g, or 1.11lng tob,mn. Rcm,>1e and 1~h ccnt;.min.rt ti tlollliig _fore r-. 

&wQOMle11t.1I Haz~rds 
This p~11t~l1 1m(c1ofisn.~-,d~r:: mm11.and aquatic ime~ebiituoc no1disch;1rge t!Plintcorrtalnr,;11his,1ct\• ingred em imO lai.e~ stre ~. pDnd~••tuariel omn, c< 
otrn,- publir "~let~ u~ess In iMOOlllance witn 1he requlremrnu of ,1 IJ•1ion& Pollutant 0;5(1),lrae fliml/lb11!,n S15tffll (NPDlS) pc,mi~ anrl t!)e pmn·11;,g o1111hcr~y hM beH" r.c,1i• 
td In .,.,Jtlng prior to g,cha,g,,. not dl5diarge tllfh,cnl ttl'.tarir.g th~ produa into l!Wer r111e:r6 w:hout P'C'•i:)J~!' no1l~1l1191he local !C!•"SC 1rea1ment plant aut110rit1-r,i:,, 

!11,idanui. a:r\1Jlrt y:,~r Stat. '1/aler B0o1id or Reglona Off Cll ol 1he a>A. 

CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY 
NO'l'lC!: Reid th.e entire Dirrolo111 'or J,e and et,r,ftiofl! of!al- and t.:mit.!llon of '11~¥•tf and Uobi "l'J before tr.r;ina or utiny lhi1 produa. tt tile 1ami1 arc nut aca,ptatle, 
rttum1hu pro:lurtoto~ oncpene4~nd1h•l"Jrd: st ke w'I 1:1! refun~!d. 

Oire<tbns fur U!e ol 11-1! procluq should be fcllawed mt'u y. It is imp:>!!lb~ to eimin;,tc • n1lcs n·,mmt1 a»-0 cl ;nod vilh • ust or 1his procilct. Crop inju,y, ineflEat.-~ 
ne11 or oth.,:r unintended <Ollli!quencn mr1 n,!U~ betwse of such factc,;, .. m&nfl!f of 1158 or ~ppli;"1io r~ .,.,,,!her or c~ o;irdition\ p-eiente of o1her ~i.r, er other lrllu• 
encin.J ~ct<n ·n the 11st ol 1Jie proo.,ct. v.ticn ore be-1ond tne tcntrol r-' ~'INGDITA ~ PR.OTE(T10l4, he.er serer. A I 1".1:h risl.s shall b• .. ,..111ed ty lillt1cr anrl User, uid &t1e· 
and U;oir ~o, 10 hcld SYljzy!rflAan;i Scr,erhlrmlt;s 1or ;r1ulm; re,1tr,g 1c,a,h factors 
S'/14G£NTA 1·1!rf~1S 1hat 1h~ product ccnfar.ns lo 1he chwlc~I cc~:ripl·on c.i lhe 'abcl Jnd i1 re,•anob~ lit for tte puf!X)So5 ;u,Qd ·n 1he Cir£(1ions fer ~,, , ,utje:1 to Ur• Inner• 
ent ri;lcs fmed lo abo\'e, 'Alien used in ol(.t<«lonctYi:h d're:tfons o,r,oor '>>1mel L~e ca-,S·ions. Thil-..·•rr•nly tb!s rot ~<tif"O 10 t~.c "'° ul 1he l)T()Cl,(1 cO'ltr;ry en .. tel nstruc
Uon~ or ll'ldff" abncr-na' tlll'Kfllons 01 t.rdEr condifoc• nee rea.:,•.atly fcrC'ioc,,hle i,, o· ~!,n:t tr-. conrol o1 S>ller or swmmr,:., and SJilll onu sr. a11U,.e tnr ris, of ••Y 

•••• • • • •• • 

• 
• • •••••• • 
•••• • • •••• 

• 
•••• • • •••• 
•••• • •••• 

• ••••• • • • • • 
•••••• • • •• 
• ••• • • • ••••• 
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llt:h UJ<. m•lGEt-ltA ~•AKE> t◄ O WAOAANTIB Of MEROIANrA8lfTY OR Cf •rmm FOR ~ PARTr.:IJLAA PURf'OSE I.OP. ANY OTHER e~1•11rn OR IMPLIED WARRAtllY EXCEPT AS, 
SOOf.OAJIO'~L 
In oo E\'Vnt sha ll SYNGttflA ur SeJer be r .. ~,. fo, 1n1 ir,:id,ni!l, con111:quer,t al or spocial d ges rtsulUng 'rom .,.. or handlin3 ijr 1h11 J:fl)dul1. THE EXCWSl\'E RflruY Of 
ntE IISfil OR BU'IER, AND THE lXCWll\lE UABIUTY OF S\IIIGENTA AliO IEWR FOi ANY AND m (lAIMS, IOS11:5, INJURJB OR OAIMGES 0NClUDING CLAIMS WED 01◄ 
IREAOt Of YI"-~ a>NTlACt NEGl.KilNCE. TOIU, 5TiUCT OOIUTY OR OTKEJI.WISI) REWlffiG fR.0M THE US£ OR HArlJU1«j OF THIS PRODUCT, SHALL BE ltlE RETURN OF 
M PURCHASE l'IIICE OF THE l'fl()OOCT OR. ,;r lJIE EUCTIOI◄ OF mtGEllrtl ()It SEWR. ·mt REIU,CIMENT OF THE PRODUCT. 
SYNG[t<TAand Seiler offer tt-11 prorlurt. and 8U!'C• and USer ;iw,pt n, i--.rojcct to lhe orenning u.'ftdltcn o' Sale w 11m·1:mcn of 'l/'ilrn"11)•a, ofli.llility, whk m;,1 nnl be 
mcoii<,j •lCCepl r,1 .,.;1i,;n qeirn:nt signed by i dul1 1M1,ori1o:l 1tpre1£!"Jtlti11> a• SYl'IGET R 

D1RECTIONS FOR USE 
It 11 ~ violl:lon of ~rll IB'N o 1M ChiS product in • mll"l'le r h:rnlinellt -.ith it... labfllng, 
This f1«1dUct m.r( be ~•don~ for he fo alien of •nd-ue in,rc!i,6! pr .K11rog'rtered by :hHPA funic on •af)• 1'Egct,,blei_ lncludng B.•.wlc., t>.rnip 9reens (IOPii, le.,-'!!f', 
frurtl n~ ,,:getihles, cotton, •nd tobi«o, 
•1\&1rlp G~n.s (tops. IHm:•I or, y-. fur u!l' on turni, r.irictits gro,,vn for lei'I!! onlr, Do not tM on turrJp l!irWI" gr<tA1! for rwu or du -piri;,;,,c ~.rtetres gn;wu lor rcots fnd 
.;111-ei. 

STORAGE ANO DISPOSAL 
I):, Ml OJr1~•inate ,,,;;lll!r, ft><>d, or feed by lft<&;J! or di!ll<"al 

Pesticide Storage 
Store ·n a fg',lli• d~t-d 01igina' cor,1aner in• we', dr1 pl""'. Do notstor• ear fuod er Iced. 

PMtlcide Disposal 
Pesticide "'ams are i<:J1e l1 ha-zardQl.'I. ~ oper di,pa,al of e.ir1:11 ;,,;Udde,. or r"m•1• 5. v,o Jtm of Fednl ,m. If th;ie '""""' ran not bE diipasoo of bi> use .acmdiny ID l,be, 
lns1ructions,. ca:,Jact 10ur St,'.e '?l!rtlctlle 11r r«,fronmen • Ctirrtrol Agontr, or the ~ ~ous \~~l"lr rep1M!f'1ta1i, at 1he ne;,~; rfl!. Region.I Ott~ lor g,.ia.inu. i'l!s1icidc 1~-,1 
1annot be- 1.S!ld Q1 J<,emlt.lli• rll])rtUl6ed ml$ he dspc!..d of O!<:cr-ding ldt!i !Utt, 1:r ool pr1>~•s1:> urc.!r 1hc Ri,1cur:e (Qn1<ri&tlon and R.,,..<r,eiy NJ, 

Container Disposal 
Bu c; Thorou9h~ de.a a:mah!r befor r!!<U. Com,Jtt rederal m t , er loca l diipo,al afilhor1ie> for appr~altr.N\t.1~,e proc<du1es. 
zso Gill ~lini Bullr. 1ti1 is a re11 able conta lllerthit mu\l be oocd to iri Mhcrl!d 11~,91n~ reffllln~ f,dlit'J till' refllirq JI ddpo!!I. ee'ore 1ef1Jr,.,__ ·n!fle(t th.oroughtr fer 
damag.; ru:h !!I ,racl:~ pw-,ctur~ bu,ge1. W'I>. abraskq, and da,,,a~o;J o· wom ,hn:•ds M d~u,e d"'ices. Aft.r FIiing lf',:J before 1r•nsportlng, ;t,otk for t8ik,. Co r,;i1 refo "' 
tr•n•J)on dam;igcd or leakln11 <ontllner; 
Oth,:rCon1alnl!ll'Trpe r/151! lo<"',ckale:11). Thcnofli!rfur n:()tllng orrO(Ol)!f,1lonin~, 01 puncture iln~di!poseof inJ un~a~• and I, or 
r1f oth,:r pt~rml!S ~ppto,'l!d bi• !tl\<e and loG' M orltl!s. 
cor/TAJl'IER IS NO'T iAR FOR fOOO, FIED. OR ONNKING WATER, 
NO(.t I'« mh:npfl~ lv,lu, ,t~ 'ollc,~ oJ pn:cavticrfrdcsted on t~i 1 label ilnd <lean Jp lmmo.Jia:,;ly. ,;;c.e l!)C(i:l eve 
to a,1:ld con! 'natlcn QI cqulpma-,1 ~nrl t,tll lles duri-g «an up v.d cfipcsal of ,..~,11!S. 

Emim, cUn Seni;o.,tc T,drical ¥d 1he l)~gEnlJ tcgc are r.radc:n.1rks o ~ S·1ng1<11a Grwp ton,par y, 

020~ S-1ngentl 

For non,,:mergenc,• (e.g. rurrerrt ~rodutl lnfof1!1;Jf 01"1) 
car Syn9cnta CN! l'rut(Uioi\. 'l"L. at 1-800-33'-!;.181 

S,,ngll'ltl Cr~ l'totectlorl, IN. 
~, .. mboro, tlorth Ca ro rna 2i4ll~ 
'AVTK-S!'l'lgeft1i•U.Wn 

SCP 902A·L 1G 0504 
LTJ2040 USA/SH 

•••• ·• .. •• • 

• 
• • •••••• • 
•••• • • •••• 

• 
•••• • • •••• 
•••• • •••• 

•••••• • • • • • 
• ••••• • • • • 
••••• • • • •••• 
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Thomas Hanis 

06/09/2004 03:22 PM 

To: Meredith LawsJDC/USEPA/US@EPA, Paula 
Deschamp/OCJUSEPA/US@EPA, John Hebert/OC/USEPNLJS@EPA 

cc: 
Subject: Letters of Authorization for Schering,-Plough 

l'm assuming from the note below that HED has already been asked about th is and HED wanted the 
letters of authorization. Here they are. Let me know if EPA needs anything else from Syngenta on this. 

I' ll print and file this in the emamectin technical (100-902) jacket. 

Tom Harris 
EPNOPPTS/OPP/RO/IRB 
(703) 308-9423 
harris.thomas@epa.gov 
visit http:/ /www.epa.gov/pesticides 
- --- Forwarded by Thomas Harris/DC/USEPNUS on 06/09/2004 03:23 PM -··-

carolyn. brinkley@syng 
enta.com 

06/09/2004 02:28 PM 

Dear 'l'o:n : 

To: Thomas HarrisJDC/USEPNUS@EPA 
cc: katrina.brodie@syngenta.com, richard.endris@spoorp.com 

Subject: Letters of Authorization for Sohering-Plough 

Schering-Plough Aniua l Heal -h has an act:o at the FDA p ending approval. 
This action i s fer the approval of an emamr.ctin- based product that :s ted to 
farm-ra i sed f i sh Ior the con~rol of sea lice . _he t'DA ·,vants to discuss Lhe 
2- gene~a~~o~ reproducl ion study fo r emamcctin with the EPA . However, ~he 
EPA indica~ed to .Schering-Plcug~ thal Syngen';:a' s penn:ss i on 1,-,10ul d be needed 
befo~e the Agency discussed the study with t he FDA. The attached l e~ters 
exp ain '!: he aut hori za-c ~on and a ow EPI, and FDA o discuss t his study . 
Would you please fo r ward -his -co HZD on Schering-Pl ough's behalf? If you 
bave any questions, please caJl . Thanks for yo~r assistance. 
<<EPAAuthLe 'C ter~eScheringErnamect:nJune7 ' 04.doc>> 
<<EPACoverLet erReSchering~mamect i nJune04.doc>> 

D D 
EP AAuthLetterReScheringEmamectinJune7'0• EPACoverletterReScheringEmamecti nJ uneo, 
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June 7, 2004 

Mr. Thomas Harris 
lnsecticide-Rodenticide Branch 
U.S. Environmental Protection Agency 
Office of Pesticide Programs 
Ariel Rios Building 
1200 Pennsylvania Ave, NW 
Washington, DC 20460-0001 

Carolyn F. Brinkley 
Sr. Resutatory Product .Manager 
Regulatory Attain 
c~tol \'TI. bri pktey:,:wngenta,m 
(336) 632 2838 

SUBJECT: EMAMECTIN BENZOA TE TECHNICAL 
EPA REG. NO. 100-902 

Syngenta Crop Protection, Inc. 
P, 0 . Box 1SJOO 
410 Swing Road 
Greensboro, NC 27419·8300 

AUTHORIZATION FOR EPA-FDA DISCUSSION OF SPECIFIED 
TWO-GENERATION REPRODUCTION STUDY 

Dear Mr. Harris: 

Syngenta Crop Protection , Inc. hereby authorizes toxicologists with the Office of 
Pesticide Programs Health Effects Division of the U.S. Environmental Protection 
Agency to discuss the below-cited study with FDA toxicologists . This authorization 
is limited to a discussion of this study, solely with respect to Schering-Plough 
Animal Health's application for FDA approval of an emamectin-based product 
known as Slice™ (emamectin benzoate 0.2% Type A medicated article for 
salmon), lNAD 010-418). Slice™ is proposed for use in the feed of farm-raised 
fish primarily for the control of sea lice. 

EPAMRIDNo. 
42851511 

CITATION 
Lankas, G. (1993) MK-0244: Two.Generation Dietary 
Reproduction Study in Rats: Lab Project Number: 618-
244-TOX49: TT #91-715-0: AS-3446. Unpublished 
study prepared by Merck Research Labs. 

This authorization is qualified to the extent, however, that: ( 1) neither 
Schering-Plough Animal Health, nor any person other than the 
Administrator shall have access to or reference said data, and/or EPA 
MRID number unless specific authorization to that effect is provided in 
writing by Syngenta Crop Protection, Inc. (2) this authorization shall not be 
construed as authorization for the EPA to discuss with the FDA any 
Syngenta data , directly or indirectly, in support of any subsequent 
application submitted by Schering-Plough Animal Health or any other 
person to the FDA or the EPA including , without limitation, applications for 
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new registration or amended registration (3) this authorization shall not be 
transferred by Schering-Plough Animal Health .in any manner whatsoever 
without express prior written consent of Syngenta and (4) this 
authorization shall terminate upon the conclusion of discussion of the 
study between EPA and FDA. 

Sincerely, 

<ii~~ff M· J ~J~-~~ 

Carolyn F. Brinkley 
Sr. Regulatory Product Manager 
Regulatory Affairs 

cc: Dr. Louis T. Mulligan 
Team Leader- Toxicology Team 
Division of Human Food Safety (HFV-150) 
C/O Document Control Unit (HFV-199) 
Center for Veterinary Medicine 
Food and Drug Administration 
7500 Standish Place 
Rockville, MD 20855 
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bee: K Brodie/customer service file/Schering-Plough 
S. Reasons 
C. Moseley 
C. Biggers 

Page 2. 
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June 7, 2004 

Mr. Thomas Harris 
lnsecticides-Rodenticides Branch 
Office of Pesticide Programs (7504C) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Avenue, N.W. 
Washington, DC 20460 

Carolyn F, Brinkley 
Sr. Regulatory Product Ma.n.,ger 
Reiulatory Affairs 
ca rolvn I brlnklev@syngenl.<3 .com 
(336) 632 2838 

SUBJECT: EMAMECTIN BENZOATE TECHNICAL 
EPA REG. NO. 100-902 

Syngenta Crop Protection, Inc . 
P. 0 . Box 1!BOO 
410 Swing Road 
Greensboro, NC 27419-8300 

ATTACHED AUTHORIZATION FOR EPA-FDA DISCUSSION OF 
SPECIFIED 2-GENERATION REPRODUCTION STUDY 

Dear Mr. Harris: 

Schering-Plough Animal Health, is pursuing an FDA approval of an emamectin -
based product known as Slice™ (emamectin benzoate 0.2% Type A medicated 
article for salmon), INAD 010-418). Slice TM is proposed for use in the feed of 
farm-raised fish primarily for the control of sea lice. One of the studies that is 
needed to support this FDA approval of emamectin is on file with the EPA and 
supports Syngenta Crop Protection, Inc's. registrations of emamectin benzoate 
on crops. The study is: 

EPAMRIDNo. 
42851511 

CITATION 
Lankas, G. (1993) MK-0244: Two-Generation Dietary 
Reproduction Study in Rats : Lab Project Number: 
618-244-TOX49: TT #91-715-0: AS-3446. 
Unpublished study prepared by Merck Research 
Labs. 

The FDA scientist reviewing the supporting data for the approval of Slice™ would 
like to discuss this study with a member of the EPA's Health Effects Division. It is 
Syngenta's understanding that the EPA requires Syngenta's authorization prior to 
this discussion . The enclosed letter authorizes the FDA and EPA scientists to 
discuss this specific study with emamectin with respect to Schering-Plough's 
pending application for FDA approval of Slicem. This authorization is limited solely 
to a discussion of the specified study and is further limited only to the pending 
approval for Slice TM. The attached letter of authorization further clarifies these 
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conditions. If you have any questio111s or comments .abo,utt thi:s label, please 
contact me. I can be reached at (33,6) 632-2838, 

Sincerely yours, 

Carolyn F. Brinkley 
Sr. Regulatory Product Manager 
Regulatory Affairs 

cc: Dr. Louis T. Muffgan 
Team Leader - Tnxicology Team 
Division o,f Human Food Safety (HFV-150) 
C/O Document Control Unit (HFV-199) 
Center for Veterinary Medicine 
Food and Drug Administration 
7500 Standish Place 
Rockville·, MD 20855 
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bee: C. Biggers 
K. Brod i'e/customer service file Schering1-1Ploug h 
S. R,easons 
C. Mo,seley 

P,age2 



87

-.:1~~
087

~~4' UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
P ft \ WASHINGTON, D.C. 20460 
i ~"-WJ1 ~ 
\ --.lie..~ 

1'':.it PR~~v fl 
. Y-i, 

April 30, 2004 

PLEASE RETURN A COPY OF THIS LETTER WITH PAYMENT 

OPP Decision Number: D-174279 
EPA File Symbol or Registration Number: I 00-902 
Product Name: EMAMECTIN BENZOA TE TECHNICAL 
EPA Receipt Date: 02-Apr-2003 
EPA Company Number: 100 
Company Name: SYN GENT A CROP PROTECTION, INC. 

G. THOMAS GALE, JR. 
SYNGENTA CROP PROTECTION, INC. 
ATTN: REGULATORY AFFAIRS 
PO Box 18300 
GREENSBORO, NC 27419-8300 

OFFICE Of 
PRF.VENTION·, l'ESTICtDl:S AND 

TOXIC SUBSTANCES 

SUBJECT: Receipt of Registration Service Fee Voluntary Payment Notice 

Dear Registrant: 

The Office of Pesticide Programs has received your otice of Intent to Submit Voluntary 
Payment for the action described below. 

The Action has been identified as Action Code: Rl 7 .2 

NEW USE; EACH ADDITIONAL NEW FOOD USE~TWO NEW USES; 

The net amount due was calculated by determining the fee associated with this action (from 
the March 17, 2004 Federal Register Notice), calculating the amount of work that has been 
completed on the particular action, and reducing the basic fee by the appropriate percentage of 
work completed. This amount was further reduced by the amount of any tolerance fee paid in 
association with this action if applicable. 
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You may be eligible (or a fu]l or partial waiver of the fee. Refer to OPP1s Fee for Service web 
site at ,vww.epa.gov/pesticides/fecs for guidance on how to request a waiver. 

Please remit payment in th-e amount of: $ 72)968 to: 

By USPS: 
USEPA Washington Finance Center 
Pesticide Registration Service Fee 
PO Box 360277 
Pittsburgh; PA 15251 

By Courier: 
U.S. EPA Washington Finance Center 
Pesticide Registration Service Fee 
C/O Mellon Client Service Center 
500 Ross Street, Room 670 
Box 360277 
Pi.ttsburgh, PA 15 2 5 l ·-62 77 
Attn: EPA Module Supervisor 

All payments must be. in United States cui-rency by check, bank draft, or money order drawn 
to the order of the Environ_mentaJ Protection Agency. To ensure proper credit, please write the 
OPP DECISION NUMBER on your check, and enclose a copy of this letter with your payment 

lfyou have any questions., please contact llie Pesticide Registration Service Fee Ombudsman 
at.(703) 305-6249 .. 

Sincerely, 

~~~/4 ? 

;:~~~: Dire~ m 
Regislrntion Division 
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FEE FOR SERVICE 

PRODU,CT /RISK l\it.ANAGER.: ctr 

EPA FILE SY!VlBOL/R,EG. NO.: /au ~(J02-

PI1'-PUNCH DATE: 3/z.~/ o+ 

A.CTION C DE· ~11 

Sm an Business 106'0/o -

Small Business 50°/o 
IR4 -
l\1inor Use 
F,ederal/State 

REVIE\VER~ rY, Lei~<:), 

REMARKS: ,~v wA k.ft'i, btl\,._ ck•\\Q, o,, ·'-IWs 

I , 

I 
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- ·. Receipt r~r Sedmn 3 · ---~ - ··.: · -'·=·=:=:::i:tJt::::::. , ... ,;,.¥1t'fS' • ·. ......... . ... , ......... ....... , ....... •.;, .. ~ .... . 
. ,,,,.,,,,, .. . . . ' 

~~ ---
s: I' -1, IJ..: ?:\- . 

.. ·-·--~:-·•····· . ·,•,:.;. .. ·•:•· .. 

Regulatory lype ~Mucl Re.gist~fttlo - Sec.--tlor-, 3 

Appfl\.--ation l'.r·pe._ Jvo1uJ;~y fee s:-~il'T'lfflt 3 · 
Corn~~: r~~-,:<:_:·f-yNoeNT A CROP P~OT~~ION·-:_·:"'_~---. --. --'--~. 

ijit-k_MaM~ti~-::= !~~~~~-nr..,~srWi , Rfok rv~n~g~~:•'.f.<i!l?rq.· _ ~-
- .- ·. ·• . 

Me Too 
SectionJ· 

I --
r·=-(-~--

~,on 0ate: · :fn-M;.2004 ~f 
fror Ero ~e. __ :.p~~:~-r_"il~ -_jffl 

~P.'.°Rkv.:t_pate: 

Risi< M~f!~ier Ser2'! r-i,<i1:e; 
::.::::::::~· ·:-\:-:-:- :: 

... ,· 
-;,~;·t:·:::·: .. ,: ;., 
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Please read instr,ucfions on reverse be!Gre .comvfeting farm. 

llln:ited States ~ R. eg1istration 
Envl ronll1l'lental Protection Agency Ame111dmen1t 

Washington, cc 20400 Other 

App,I ication for IP'estEcide ~ SecUo n I 
1 . ComPoiJnytProduoi ~umber 2, EPA Product Manager 3, 

11,00-9012 Jlohtil Heber!: 
4, Comparuy/Pmduct (Nama} 

Etnamectirn F!ernzoa.te {Proclaim Insecticide EPA !Reg #1 00-804, 
Denim Insecticide E;;PA Fieo ,1;11'00-906) 

4 

OPP ldenllifi@r Num17Jber 

F'ropo.sed Classification, 

5,, Name a,ild Mdress of Applicant (fnclude· Zf P Cod&} 6, Expec:itecl Review. 'In acco:rdanoo with FIFRA Section 3(c}(3} ,(b)(i), 
Sy,ngenta Crop Protection, 11nc .. 
P. 0 . Box 18300 
Greensboro, NC 2741'9 

I I AIF111endrnan~ • Expla1n below. 

my prooum is simil)ar m id!emicaJ in composilicm and iaoo]fng 10: 

Section -H 

D Final p:rfrr!ed labels in response to 
Ag~ncy netter dated 

D :F1esu0011is:sion in ri95p0ns€1 llo Agimcy U9f!EIIF dated ___ ___ _ D "Mel oo" A(pplioatloo. 

D No,tif.oetion - E:,;prairi ber,ow. [KJ Olllm ~ Explain below. 

Expla.nati1o:n: Use adcliHcmal page(s) if fl!eoossary. (IFor Sootian I and Sernion II.) 

VOlPAY 
01fe1ring Voluntary Fee Payment Uli7lder IPR!A f,or Emamectin Benzoate {EPA Reg. # 100a902) requesting tol'eraraces for 
e,mam,ectin on members of the Porn e Fm It Group. Sub m itled ~/3112003. PP No. 3F657 4 
R17/72 $5'(J<,OOO; a cnec'k for $18,9'25 was submitted earJJer to EPA fortoleranoe fees assm:iated wirth this petition. 
E-mail: Carnlyn. Brink ley@syn genrta,oom 
Fax: i-336-292~6374 

1. IMateria'I This Product wm Be, Packai~redl Im 

Cerlifmatioo must 
be =mbmJtted 

rn ''Yes" 
Unit Packagin!:J wgt 

3, location ()f Net Contents I nfo,rmatfcm 

D LaooJ D Contarner 

6. Manner In Wlhiclh Label' is Affixed to Piroctuet 

N'o. per 
COllltainer 

Secuon-m 

11 "Ye.s"' No, per 
LI nit PackagJngi wgt. container 

4 , Si'z!!3{s) Rmail Cm:itairner 

TM£L Conitairner 
M1atal -----
PlastiD 
Gllaiss 
Paper 
Olli.er (Spocify) ___ _ 

5. Looatloo or Label Directions 
i==t On label 
Cl On labemnq aooornipanying proooct 

§
1 

Uthograpih 

Paper ,g. I ued 
S~ooiled 

D Othar _________ _ ___ _ 

SecUoin - ,IV 

NB me Tme Plilo,ne: 
Se!lior Rf39ulatory ~rodLtCt Manage;r ., • ■ ~ 

Carolyn F. Brinkley 1 •336•632•23' .• ,., I!; ., 

Ceftifica.tion 
I oartlfy that the slaitements I have mru:rie on lllis form andl all attachments lherelo are trua, aoourate rutd oomij,11i':f ~.,. 
I acknowlooga ht any knrowir1gly false or m isil8Mingi :slatmn€1nt m,,_y be 1punl&hable by fine air imprisorrmemt or • • 
lbolh uriide:r a,ipplioable law. • • 

1

2 2. --·. Sig~~~ur_e·_. _ ·- L L.'c.:·~.· d_. A A . . 3. Titl@ .. • : , ~. : : r ./. .Ii. It_,_ ~. Senior Regulatory Proouct M.iriagar ~ ~· 
.. , ii.II!. 

EPA IFonn 6570·1 (Rev. 8-94) l?r~vith\JiS, editions ar,e oooolll1rt@. 

1!!11 • 

6'." • .,:lW,etAp;plication 
~eivedl 

~ • ~(Stamped) 
• • • 
,f! •• 

•••• .. . ,.. .,.. . 
. , •• 11 . ~ •••• 

ii •• "1 

• •••• 

ElPA-FFtM [G - CA-DOC - RIE(!AIF,FRSJ ,6f5ffll " lbb, 
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March 28, 2003 

Document Processing Desk {PETNJ 
Omce of Pesticide Programs (7504C} 
U.S_ En~ronmenlal Protection Agency 
401 M St,eet S.W . 
Washington, DC 20460 

Attention: Mr. Thomas Harris. ilnsecticides Rodent[cides Branch 

....... . . .. 
• • 
•••••• 

• · 1f •• 
••••• • • ........ 

• 
•-· ., 
• Ill •• . •·• 
• •• • • • • •• 

••••A " . . ..... 
••· . • .. ,. 

SUBJECT: PETITION FOR TOLERANCES OF EMAMECTIN BENZOATE 
fN OR ON POME FRUIT - 40 CFR 180.505 

Dear Mr. Harris, 

Syngenta Crop Protection, rnc_ is submitting a petition for ttHi estabHshrnent of 
tolerances of ernamectin benzoate in or on pome fruit lCrop GroLrp 11) in 40 CFR 
180-505. 

In a separate submission we are submitting an application to arnend th& Proclaim 
Insecticide label' (EPA Reg. No. 1. 00-904) to add directions for use 011 pome fruit In 
Syngenta's recent l,ener 10 ttie EPA regarding the Ag,ency's FY 200-1! work plan 
Syngenta listed <this petition as one of its prioriUes. Syngenta also plans to submit, by 
Jtme 1. 2003, a rationale supporting the ,classification of this proposed use as an 
organophos,ptiate .repraoement 

The accompanying residue studies in apple,s and pears, the representative 
oommodifo3s for the pome fruit crop group, support the petition for tolerances: 

Resrdue data indicate that no toleranoe is needed 

fn addition to the enclosed pe'1ition for to'lerance Syngenta is submitting ,the foUowing: 

1 _ Crop residue data in apples and pears 
,2_ A Notice· of Filing as required by the FOPA for publication in the 

Federal Register. 

Based on t.he March 13, 2002 Federal Registeir Notice ''Pesticide Tolerance 
Processing Fe-es". we calculated 1he requfred fees for this toieranoe as foHows: 
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, .. . -..... . 
·,.,. • ·sy'ngcn1a Crop Protection. Inc. 

March 31, 2003 
Page 2 ol 2 

Highest 
Existing 
Tolerance 

0.025 ppm 

Proposed 
Tolerance 

0.02 ppm 
- pome 
fruit crop 
group 

No 
tolerance 
required 
for apple 
pomace or 
juice 
based on 
residue 
study 
results. 

. Required Justification for Fee 
Fee Section 180.33 (b& h)/ 2002 FR Nol.ice 

Sl.7,750 + Each petition or request for establishment 
i 1,175 of a lolerance al a lower numerical level 
$18,925 or levels than a tolerance already 

established lor the same pesticide 
chemical shall be accompanied by a fee 
of $17,750 plus $1 ,175 lor each raw 
agricultural commodity on which a 
tolerance is requested. ach petition or 
request for a crop group tolerance, 
regardless of the number of raw 
agricultural commodities, shall be 
accompanied by a fee equal to the fee 
required by the analogous category for a 
single tolerance lhat is nol a group 
tolerance. 

Syngenta is sending a copy of this letter and a check in the amount o1 $18,925 to the 
EPA Headquarters Accounting Operations Branch in Pittsburgh, PA. 

Thank you for your consideration of this petition. If you have any questions, please 
contact me at (336) 632-2391 or via e-mail a1 carolyn.brinkley@syngenta.com . 

Sincerely, 

l:2.~ 
Carolyn F. nkley • 
Sr. Regulatory Product Manager 
Regulatory Affairs 

cc: EPA Headquarters Accounting Operations Branch 

Enclosures: Volume 1 of 2 - Transmittal Document 

Volume 2 of 2 - Emamectin Benzoate Final Report - MK-0224 -
Magnitude of the Residues in on on Crop Group 11 : Pome Fruit 

Petition for Tolerance 
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Sy111genta Crop Pro·tectioni, Inc Tel 336 £32 6000 
P.O .. Box 18300 

Confidential 

July 21, 2003 

Document Processing Desk [AMEND] 
Office of Pesticide Programs (75D4C) 
U, S, Environmental Protection Agency 
Ariel1 Rios Building 
1200, Pennsylvania Avenue, N.W. 
Washington, DC 20460 

Attention: Mr. Thomas Harris 
l1nsecticide-Rodentici1cle Branch 

Gm,ensboro, NC 27419-8300 

Carolyn F, 8 nl n kley 
Sr. Reg,u llatory P mci uct Manager 
Syngenta Crop Protection, Inc 
Phone: (336) 632.-2838 
Fax: {336) 292-6374 
E-m ai I: ca rolyn .brinkley@syrigenta.com 

._,,•• ~• • • . ·• 
■ 111 • · · ... • • '" .. 
••••• . t 

••••• 

SUBJECT: EMAMECTIN BENZOATE TECHNICAL 
EPA REG. N0.100--902 

•••• • ••• 
• • 

" .. •· 
• 

• 
' . . 
II • • 

• ••• • • • •·• . 
• 

• ••• • • 
• I • 11!!1 

• ·•ii' • 
• . .. .... 

NEW SPECIFICATIONS BASED ON FULL-SCALE PRODUCTION IN 
SWITZERLAND 

Gentlemen: 

lln 2001 Syngenta Crop Protection, Inc. submitted a revised basic and alternate 
confidential statement of formula and supporting product chemistry data for Emannectin 
Benzoate Technical, EPA. Reg. N-o. 100-902. The purpose of tt,e r,evis.ion was to ct,ange 
the production location from the United States to Switzerland . The data t'hat were 
submitted i1n 2001 were based on pilot sca11,e production data. Now that full-scall·e 
production for Emamectin Technical has been ongoing in Switzerland for approximately 
one year the· prelimiirnary analysis, by-products and certified limits f,or emarnectin benzoate, 
have been refined. Therefore,, Syngenta is submittiing an addendum to the product 
chemistry data submitted to the EPA in 2001 {EPA MRID No. 45420801) and a revised 
basic and alternate confidential statement of formula for EmamecUn Benzoate Technical. 

Because· ithe specifications of EmamecUn Benizoate Technical are confidential , please 
consider the information in this letter and the accompanying data CBI. The changes are 
summarized as follows: 
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P.ag,e 2 of 3 

The attac1hed Data Sheet explains these changes :in g1reater detail. lif yo·u have any 
questions about these revisions, pl,ease· contact me. 'I can be reached at (336} 6.32 2838. 

Sincerel.y, 

Car-olyn F. Brinkley 
Sr. !Regulatory Product Manager 
Regulatory Affairs 

Enclosures: Volume 1 of 2 -Transmittal Document 
Volume 2 of 2- Manurr:acturing Process Description and Supporting Data •f,or 

Emamre-ctin Bemzoate Teclhnical (Addendum to MIRID 
45420801) 

2 
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Page 3 of 3 

bee: Kimberly CI ark 
RA file 100-902/Updated CSF 7-21 aQ3 

• 

• 
• 

• 
3 
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Mlay 18, 2001 

Document Processing Desk ~A'MEND] 
Office of Pesticide Pmgriams (7504C) 
U .s. Environmental Prntection Agency 
Ariel Rios Building 
11200 Pennsylvania Avenue, N.W. 
Washington, DC 20460 

Syngenta Crop P1"0tecti1(n1 1 ll1nc Tel 33,5, 632 f3'00Cl1 

P.O. Bo1t 18300 
Greensboro, NC 274.19-8300 

Carolyn F. Brunkley 
Sr. Regulatory !Product Mla111age1r 
Syngenta Crop Protection, ln,c 
Phone ; (336) '632.-2838 
Fax; (336) 292-6374 
E-mail : carrolyn. biririkley@syn,g enita. com 

Attention: Mr. Thomas Harris 
lnsecticide-Roclerntictde Branch 

SUBJECT: EMAMECTIN BENZOATE TECHNICAL~ EPA REG. NO. 100-90'2 
CHANGE IN MANUFACTURER OF ACTIVE INGREDIENT 
REVISED CSF & SUPP'ORTING DATA 

Gentl-emeni: 

Technical emamect.in benzoate was. previously registered by Merck, The registration has 
since been transferred to Syngenta Crop Protecfio111 and Syngenta wil l be producing the 
prndluct in the• future. For this rea.son, Syngenta generated new product chemistry data that 
include new an a I ytica I methods. Tlh e enclos,ed confidential statement of formula is based om 
thes,e data .. 

Appmval of t'he revised confidential statement of formula by Au1g1.1st is needed to 1lnsure tnat 
we can meet our upcomi11g production requirements and your revi,ew ,of th is submission will 
be appreciated. If you have any quest ions ,or comments, please contact me. I can be· 
reached at {3,36} EI32-2838. 

Sirncere'ly yours, 

Carolyn F. Bri nklley 
Sr. Regulatory Produ1ct Manager 
Regulatory Affairs 

Enclos·ures: EPA Appli1cation for Pesticide Amendment 
Volume 11 of 2 - Transmittal Document 
Volume 2 of 2 - Manufacturing Process Description and Supporting Data for 

Emamechon Ben:z:oate Technical (Product Chemistry Group A 
Data} 
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bee: J _ Reyrmldls/lL. Phelps 
S. Milfer 
C. Savine-Iii! 
RA file· 100-902/Revised CSf + data 

2 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

April 29, 2004 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

Subject : Emamectin Technica l, EPA Reg. # 100-902 
revised CSFs dated 11 /5/05 (submitted 7 /21 /03) 
accepted 

Dear Ms. Bri nkley, 

OFFICEOf" 
PREVENTION, PeSTICIOE.$ 
AND TOXIC SU6$TANCES 

The Agency has reviewed your submission for a revised Confidential Statement of 
Formula (CSF). The Confidential Statements of Formu la dated 11/5/02 for both a 
basic and an alternate formu lation are acceptable. A lternate ingredients were 
found to be similar to previous ingredients. The ingredient percentages and limits 
comply with PR Notice 91-2 . Enclosed please find a copy of the review by 
BKitchens dated 4/27 /04. 

These basic and alternate Confidential Statements of Formula have been added to 
• your file as pa rt of t he record. These replace all previous CSFs for this product. 

If you have any questions please contact me at (703) 308-9423 or 
Harris. Thomas@EPA.gov. 

Sincerely yours, 

Thomas C. Harris 
Insecticide / Rodenticide Branch 
Registration Division (7505C) 
Office of Pesticide Programs 

enclosure 

Page 1 of 1 
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DA E OUT~ 27 ~pr 2004 

SUBJEC'T; E:P [ ] 'MP '[x] PRODUCT CHEMISTRY REVIEW 
DP BARC:OD,E No. : D2 990 38 
REG./File Syll'lbol No.: 100-902 
PRODUCT NAME: Emamectin Henzoate Tech:1ica 
COMPANY: S ~ngen ta Crap Protect ion, I nc .. 
FOOD USE: [ ] PC CODE: 122806 
Dec:ision No. 339531 Integrated Formulation [x] 

TO: RJ,j #07 r Thomas Ha.::::- ris/ JohL Hebert 

FROM : 

I nsecticide-Rodenticide Bra~ch 
•e,gistr,a tion Di vision ( 7 50 :)C) 

Bruce F. K·tchens, Chem·s~ 
Technica Review Branch 
Regis ration Div~s.·on 11505C) 

:INTRODUCTION: 

i1e. rJ2!gis t rant, .Synger:ta Crop Prot:eci:. i on, Incorporated, is. 
submi~~ing - revised bas i c and alternaTe Confident i a l Statements of 
Formul a~

0

(CSFs) for the regis-ered manufactu ing use p=oduct, 
Emamec".:.in Benzoate Techr ical. his revision is the resul t of 
add i tional data obtained from fu ll scale production facilities in 
Switzerland. The active ing adient in this product is rnamectin 
Benzoate Techn ica l at a label nami1al concentration of 97.0% a.i. 
This product js intended for use in the manufacture of i nsecticide 
end-use products . Wirh this submission, the reg · strant has 
submitted b3sic andl altP.r:1a tG CS.F's both dated 05 Nov 2002 and 
p roduct: che.n i s try data co:1tained in MRI D#: 4 60449-01. This data is 
an addend~m to producr chemi stry data cont ained in MRID# 454208-01. 
The Technical Review Branch (TRB) has been asked to ~eview this 
submission. 

TRB hqs reviewed this s ibmission and repor':s tr€ -al lowing, 
f i ndings: 

1. h .:..s product is produced from an integ.:rated formul ation 

2 . 

process as i nct.:..cated by 'ntended chemical reactions. 

TLe impuri ._ y p _o f ile has changed slig t l y. 
conf identia . appendix f or details . 

See the 
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3. The nominal concentrat i on of '-:he active · ngredi ent _i.s"'--ed 
on the revised basic ad a l ternate CSFs and t he labe- a r e 
· he same . 

4. The act i ve ing redi ent ' s cert'!ied limits as proposed on 
the basic CSF are acceptable. 

CONCLUSIONS : 

TRB as rev:ewcd t ti s subrrission ad concludes the fa-lowing: 

1. "'he evised bas::..c and alternate for,nulation CS '!:'s f.:::ir the 
manu~ac'--ur~ng use produc · , Emamectin Benzoate 'echnical 
both dated 05 Nov 2002 are accept able . 

2. hi s submiss'on sa isries the data requirements .as 
speclfied in 40 CFR 158.1 55 , 158. ~60, 158.165, 158.167, 
158 .175, and 158 .180 wi~h respect to prod ~c'-: identity and 
compositj on, descripti::m of mate.rials used to p.cod•~ce t· e 
9roduct , descript i on of fcrmul a.t ion process, d' scussion 
of ~orrnation of ' mp1ri t ies, certi~ied imits, and 
e nforcemen~ ana l ytica met 10d . 
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PRODUCT CHEMISTRY DATA (GROUP A} 

21. Chemical IDsLManufacturel Data MRID No. 
Analytical Information Reg:gired 

Fulfilled 

830 -1 550 Product I den t i -::.y and y 460449-0 1 
Composit i on 154208-01 

830- _600 Descrip tion o f Materia s see 
Used to Produce t he Product 45420 8- l 

830 -1 620 Descri p-:. on o.:: Product i on see 
Pr ccoss 4512C 8-01 

830 - 650 Descr pt ion o f Form latio A 

• Process 

830-1 670 Discuss i on 0 
~ Imp u:::it'es y 460449-0 1 

454208- 01 

830 -_ 700 Prelimi na ry Ar alysis y 160 4 4 9-0 _ 
4 s ,12os- 01 

830 -1 '750 Cert i fied Li mi t s y 160449-01 

830 - _800 Enforcement Analytica i 460449-0 
Method 454208-0 1 

• 
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Enforcement analytical method: {MRID No . 460449 - 01) 

The act i ve ingredient and irnpur·t:es were determi ed sim 1 aneous l y by H"gh 
Performance Liquid Chromatography (HPLC) with UV detectio {24 5 nm} using 
external standard by A alytical method AW- 212/1 ad AK-212/2. 

Jgujpment and arameters 

AW- 212/1 

HPLC : Merck LaChrom L7 100 {1e r ck H' tachi) 
D tector : Merck LaChrom L 7 4 00 {Merck Hi tacrd) ; layer thickness: 8mm 
Wave l e gth: 245 nm 
ntegrator: HPLC - ~anager 

Colu n : Ine cs: cs~ 250 rr~ x 4.6 mm id , 5 µrr, 
a column temperature : Room Tempe~ature 
WSize of sample : lOµL 

Mob i e Phase : Acetoni trile/0 .1 % aqueo s tr:fluoro cecic acid 
Flow rate : 1 . 0 ml / min. 
Durat ion of time: approximately 45 1 i n t es 
Retentjon time: MK 244 (NOA 422390)- 16.1 rei n. and MK 244 (NOA 426007) - 18 . 1 
min. 

Gradient Program 

• AK-21?./2 

ime{m'n) 
0 
20 
30 
35 
36 
45 

ACN 
40 
55 

00 
100 
40 
40 

HPLC : Merck LaChrom L7100 (Merck Hi ach i ) 

0. 1~ TFAA 
60 
45 
0 
0 
60 
6D 

Detector : Me rck LaChrom L7400 (Me rck Hicach:) ; layer thic ness: 8mm 
i,,,avelengt.h : 24 5 nm 
Integ~ator : HP ,C- Aanage r 
Column : Kromasil 100-CB, 250 mm x 4 .6 mm id, 3 . 5 µm 
Co urnn temperature: Room 'Ierr.peracure 
s·ze of sa p l e: OµL 
Mobile Phase : Acet onitr· l e 
Fl ow rate : 1.0 ml/min . 
Dura tion o time : approximate l y 74 minutes 
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Gradien t Program 10% borax MeOH ACN 
buffer sol . 
i n water pH9 

0 50 0 50 
5 40 5 55 

20 30 15 55 
35 25 50 25 
50 20 35 45 
60 10 40 50 
65 10 40 50 
66 50 0 50 
74 50 0 50 

• 

• 
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CONFI DENTIAL APPENDIX 

EP [x] MP [ ] PRODUCT CHEMISTRY REVIEW 

BARCODE No.: D29903 8 REG. /File Symbol No. : - 1~0:..!<0~---"'9~0:.:2,_ ____ ___ _ 
PRODUCT NAME: Em mectin Ben 7,oat e Technic 1 
Reviewer: BK.:. chens Company: Svnqem: a Crop Prot ection , In c . 
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UNITED STATES ENVIRONMENTAL PROTECTJON AGENCY 
WASHJN,GTON, D.C. 20460 

Augllist 6, 2003 

SYNGENTA CROP PROTECTION, INC. 
PO Box 18300 
GREENSBORO, NC 27419-8300 

Report of Analysis for Compliance with PR Notice 86-5 

OFFICE OF 
PREVEc',T IO , f'E!ffl.crm~~ 1\ND 

mxrc SUBST Al>lCE:S 

Ihank you for your submitta1 of 24-JUL-O3. Our staff has completed a. preliminary 
analysis of the material. The results are provided as allows: 

Your submittal was found to be in full compliance with the standards for submission of 
data contained in PR Notice 86-5 , A copy of your bibliography is enclosed, annotated, with 
Master Record ID 1s (MRIDs) assigned to ea.ch. document submitted. Please use these numbers in 
all future references to these documents. Thank you for your cooperation. lfyou have any 
quest.ions concerning this data submission, please raise them with the cognizant Product Manager, 
to whom the data have been r,eleased_ 
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Syn~cnl:i Crop Proh:dion, Jnr. Td 2 _;f; (,3: (:fJf 10 

Syrigenta~fProtectfon, Inc Tel 336 632 6000 
P.ffi1Bmc-11:&30DC :_,-4 I ~-.'U fl 
Greensboro. NC 27419·8300 

syn(enta Carolyn F. Brinkley 
Sr. Regulatory Product Mana.ger 
Syngenla Crop Pmieclicm, 1111c 
Phone: {336) 632-2838, 

 

 

Confidenf;al 

July 21, 2003 

Document Process,ing Desk [AMEND) 
Office of Pesticide Programs (7504C) 
U.S. En vlron me nta I Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Avenue, N.W . 
Washington, DC 20460 

Attention: Mr. Thomas Harris 
lnsecticide-Rodenticide Branch 

Fax: (336) 292·6374 
E-ma i I: ca rolyn. brinkley@syn g enta .com 

SUBJECT: EMAMECTIN BENZOATE TECHNICAL 
EPA REG. NO. 100-902 

Gentlemen: 

NEW SPECIFICATIONS BASED 10N FULL-SCALE PRODUCTION IN 
SWITZERLAND 

In 2001 Syngenta Crop Protection, Inc. submitted a revised basic and al'lernate 
confidentia:I s.tatement of formula and supporting product chemistry dlata ior Emaimectin 
Benzoa,te Technical, EPA Reg. No. 100-902. The purpose of the revrs.ion was to change 
the production location from the United States to Switzerland. The data that wer,e 
submitted in 2001 were based on pilot scale production data. Now that full-scale 
production for Emamectin Technical has been ongoing in Switzerland for approximately 
one year the preliminary analysis, by-products and certified limits for emamectin benzoate 
have been refined. Therefore, Syngenta is submftting an addendum to the product 
chemistry data submitted to the EPA in 2001 (EPA MRID No. 45420801) and a revised 
basic and alternate. confidential statement offmmula for Emamectin Benzoate Technical. 

Because the specifications ,of Emamectiin Benzoate Technical are confidentia l, pl,e~::;o 
consider 1he information in this letter and the accompanylng· data CBI. The changes ar.J 
summarized as foll'ows: 
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The attached Da.ta Sheet exp1ains these changes in greater detail. If you have any 
questions about these revisions, please contact me. I can be reached at (336) 632 2838 . 

!Enclosures: Vol,ume 1 of 2 - Transmittal Document 
Volume 2 of 2 - Manufacturing Process Description and Supporting Data tor 

Emamectin Benzoate Technical ,(Addendum to IMRID 
45420801} 

2 
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VOLUME 1 OF 2 OF SUBMISSION 
(TRANSMITTAL DOCUMENT) 

1. Name and Address of Submitter 

Syngenta Crop Protection, Inc. 
P.O. Box 18300 
Greensboro, NC 27419 

2. Regulatory Action in Support of which this Package is Submitted 

Emamectin Benzoate Technical New Specifications Based on Full-Scale Production in 
Switzerland 

3. Transmittal Date 

ITT /2'1J2003 

4. List of Submitted Studies 

1=ER rOLUME 

11 

STUDY I EPA 
GUIDELINE NUMBER TITLE 
NUMBER 

1 of 2 Tran.smittal Document Not Applicable 

2 o{2 Manufacturing Process Description and 830.1550, 830.1700, 

6 i}...J49f) l Supporting Data for Emamectin Benzoate 830.1750, 830.1800 
Technical (Addendum to MRID 45420801) 
<l.543, 414774, PC-02-075) 

Company Official: Carolyn F. Brinkley 
(Name) 

Company Name: SYNGENTA CROP PROTECTION, INC. 

Company Contact: Carolyn F. Brinkley 336-632-2838 
(Name) 

Page 1of 1 
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, "".EPA··.· o --
United States, 

Environmental Pr·otectloin Agency 
Washington, DC 20460 

~~g is~rati~n 
Aln'iln .. men, 

Other 

App ~i cati,on for P,es,ticide - Section I 

29'2923 

1. Compan~/Prodoot IN umber 
100~902 

2. EPA 'Product Ma111ag.er 3. Propo"4J Classification 
Mr, Thomas Harriis 

PMI.I 

1 Emam001!in Bern~e, rechnica:I lnsecilcldle/Rod'emicide Brancih 
5, Na.me and Address ,□f Applliralilt (Include ZJP Code) 

Syng1;1nm Crop Protei;oon, loo. 
6, Expedited Review. In acoordanw w,illl, FIFRA Soolion 3(cl(3) (b}~)•, 
my product Is similar o:r Identical lri ~posflloo aind klbellrig to: 

Fi. 0. Box U~300 
Greensboro, NIC 27419 

! x J J\/[]]Jam;lm~mt • E:;iplai111 b@low. 

EPA li'teg. No. 

Section - n 
D Final printed! labels m r,esponse to 

Ag8i"ICY r,.mei- d!eited 
D IR$!lubmi$sioo rin rrespof'lse to Agency l:eiter dated ______ _ D "Me 1001' Appmcalion, 

D Notioca.tioo, i;:;xp:lailil be:low. D Odler • E:~laln belQW. I 

Expllanation: Use addrnional page(,e;) if 1nooessary. {For Section I and Sootion 11.) The production o,f this technical was moved from th,~ 1 
I 

United States to Switzerland. Prnduot chemistry data submitted to the IEPA in ,2001 wtJn1 based ori pilot scale productioo. 
hnp,roveiments in manufacu.1ring at production scme level resulted in a need to change, the levels, of certain by-pmduots. The 
aooornpanying product dnemisjry data s:upporl the reviood oonfioofltial ,statem~nts of formula. (baSlic an~ alternate) , 

1 1. Matertall This Product WlU Be Packa;gedi lrni: 

If "Y@S"' 

Section~ Ill 

Wa:rer Soluble Par;'ka.ging 

D I ".as·· o~ 
If •y,es," 

2. 

IPlasoo 
Glass 
IPapw ~fkation must 

11• submitt1W' Unit Pad;agi171g1 wgt. 
fi,4o., !'.)er 
oontainer Unit Patkagrn~ wgt 

NO, per 
00rlll811Mf 

T~. □i eo:,:~er 

Ollier (SipliiGify) ___ _ 

D Container 

6, Manner iill Wlnt;;h, llabel is Affix&d to Pmduci D OUter ___________ _ 

Sect~o n - 111\I 

Niamie Title Tele-phone No. {Include Area Code} 
Carolyn F. Brum kla,y Se:rnio:r Reg11Jlatory P rodu:ct !Manager / (3126} 632-2838 

I oerlify that tine staitamenls I lnave made on ·tti·is foim and all attachments th~rnto ;'Ira uua, ao:;:ur.ate and camplet~. 
I ac::kr10wlooge that any kn□winlll:Y false ,or m i$1leading statement 1nma.y be punisn®Je by fine or irnprisonmant or 
bolh u11d'.ar aor;:iUcal:JI,~ law. 

4. lyp,ed t-:layJe· // 5. !Date 
Garolvn F .Mll'inkley (/ ,July 21 ,, 2:003 

•••••• • II! • 

., .... •· 
!II, ■ 

. , ...... 
• • .. , •• ,II!. 

I 16. Date App11balion 
~pt~~fd 

• • f&l:amped) . .... 
"' . l! cll! 

-· . Ill i111 i!!i 
• ,. ill• 

• Ii,., ■• 

• ••• ... . . ·• ... 
• • ,., !I • . . . ., 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C, 2041$.0 

Apri I l ·l, 2004 

PLEASF. RETU~'-: A COPY OF THIS LETTER WITH P.-\ Y\'1E~T 

OPP Dedsion Number; D-]39531. 
EPA File Symbol or Registration Number: 100-902 
Product Nrunc: E\.1AMECTIN BENZOATE TECHNlCAL 
EPA Receipt Dat,e: 24-Jul-2003 
EPA. Cornpany Number: 100 
Company Name: SThGE TA CROP PROlECTlON, fr.."C. 

CAROLYN BTUl\KLEY 
S'l},,'GENTA CROP PROTECTIO , INC. 
ATTN: REGULATORY AFFAIRS 
PO Box 18300 
GREENSBORO, ?'JC 174]9-8300 

0 1-1-1(.F d F 

l' Rb.Vl·\; l'l{)N , l'b'i l'ICJl)f·.S A D 
TO\ IC SUBSTA'--.iC F-:S 

SUBJECT: Rt•Cl;'ipt of Registration Service Fee Voluntary Payment Notic-e 

Dear Registrant: 

The Office of Pesticide Prngrruns has recla'ived your Notice of Ament to Submit Yoluntary 
Pa)-1nern for the action described below. 

4I The Action has been identified as Action Code: R34 

NON-FAST ~TR.ACK (II\1CLU DES CHANGES TO PRECAUTION ARY LABEL 
STATEMENTS; SOURCE CHANGES TO AN UNREGISTERED SOURCE); 

The net amount due was calculated by detennining the fee associated with this action (from 
the March 17, 2004 Federal Register Notice), cakufating the amount of work that has been 
cornpleted on the pmticula.r action, and reducing the basic fe·e by the appropriate percentage of 
work completed. This amount wa.s forthc:r reduced b:y the amount of any ·tolerance fee paid in 
association with this. action if applicable. 
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Y "IU may he eligible for a full or parti::il wai\cr of th fee. Refer to OP P's Fe fo r rvice ,,cb 
site ..ic \\ww.cpa.go, 'pe Licide /fees for guidance n how to request a wai\·er. 

Pk e rcmiL pa~ment in the amount f: __ 700 Lo: 

By l. P : 
L. ~EP.-\ \\ ashington Fi1rnnce Center 
Pe:-1:cide Registration ~f\·tce F e 
PO Box 360277 
Pit:::-· urgh, PA I 251 

By Courter: 
C .. EP.-\ Washing1on Finance Center 
Pesticide Registration ervice Fee 
C O \kllon lient crvicc Center 

) 1:
1 R ss Lrt:et. Room 6 0 

B0\ ~tin_ 77 
Pi t: ,· urg.h, PA 1 ·.2:1 -6277 
Att : EP.-.\ \1odule ."uper. isor 

.-\ll payment must be 111 United tate · currency by chl'ck, bank drafl. or ,oney order drawn 
to tLc orJer of th En,·ironmental Protection Agency. To ensur prop r creJit, please write the 
OPP DECI IO~ ·L. 1RER on your check, and enclose a copy of this letter with )-Ollr pa1111ent. 

If you have any question., please contact th Pesticide Registration en ice Fee Om bud man 
al \-03) 305-6249. 

inc rely, 

tz;s~ut;v 
Lois Rossi, Director 
Rcgi tration Oi\·ision 
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FE E__,,F O R __ S ER VICE 

Dl\7ISION: RD 

PRODUCT /RISK MANAGER: 7 

EPA FILE SYMBOL/REG. ·No.: I.OO - C,D'2., 
l 3 Jq5-3/ 

PIN-PUNCH DATE: 3/2c/o~ 
S 7 S-'/ :iii (J 

PP 2'JC/ 0 1 8' 

ACTION CODE: ~3Y Cf~ Syt.,, 3 ~ct) 

Al\10UNT DUE: .syl/\j~~ w~ ll i~9 in pct1 # ~ '- jf :J-1 tf1.J 

WAIVER RE UES-T ~ N 0 
', ..., cl 

A ; . .I, - f\ () y 
I l(' .. , I_,'.. \ '~ Ul:.. I 

Small Busi ness 100% -
Small Business 50% -

.·-, - ·$? i -ft_t - ,_J_~--

_ IR4 ·- . 

l\.finor Use 
- 1_ ! 

- ----
Federal/State -

, K ,r1 ,_. •._, 

REVIE\\'ER: Y. Bct-z-vt.;V\ 
)~ '·, 

)) 
1 

/ l.'-'- . 
I' I ~•• 

I 
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Me Too ........ ;;;;;;.:~...,.;.;... .... ....., __ .;._..;.;.;.:;.;,;.....;.;.;...,;:,;;;.;. 
Proci.lct Name: 1 

-
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Please rea dl " I I ti nstruct1ons M reverse be ore como el ng om,. 

f 
-.... 

United States ~ ReglstraHon OPP Identifier Number 

-&EPA Environmental Protection Agency Amendment 
{ 

Washington, DC 20460 Other 

Application for PesticJde - Section I 
1. Company/Product Number 2. EPA Product Manager 3. Proposed Classification 

100·902 John Hebert 
4, Company/Product (Name) PM# [l] None D Restricted 

Emamectin Benzoate 4 
5. Name and Address of Applicant (Include ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3(c)(3) (b)(i), 

Syngenta Crop Protection, Inc. my product Is similar or identical in composition and label Ing to: 
P. 0 . Box 18300 
Greensboro, NC 27419 EPA Reg. No. 

[:=:J Check if this is a new address Product Name 

Section - II 

D Amendment - Explain below. D Final printed labels In response to 

D Resubmission in response to Agency letter dated 
Agencyletterdated 

D "Me Too• Application. 

D Notification - Explain below. (]J Other- Explain below, 

Explanatlon; Use additional page(s) if necessary. (For Section I and Section II.) 

VOLPAY 
Offering Voluntary Fee Payment under PRIA for Emamectin Benzoate (EPA reg# 100-902) requesting approval of a new 
production site. Submitted 7/29/2003. 
R34/89; $3,000 
E-mail: Carolvn.Brinkle~@s]!ngenta.com 
Fax: 1-336-292-6374 

Section - Ill 
1. Material This Product WIii Be Packaaed In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. mC~•ioo, 8 Yes· BYes aves Metal 

No No No Plastic 
Glass 

. ertincatlon must If "Yes" No. pet If "Yes• No. per Papef 
submitted Unil Packaging wgt. contalner Unit Packaging wgt. cootainer Other (Specify) 

3 . Location of Net Contents Information 4. Size(s) Retail Container 5. Location at Label Directions B On Label D Label D ContaJner On Labeling accompanying product 

6. Manner n Which Label is Affixed to Product aUttwg~ D Other 
Paper glued 
Stenciled •••• • • .. --- -

Section -IV • • 
1. Contact Point {ComDl&IB items dfrectlv below for Identification of Individual to be conlBcled if necessBIV, to orooess this ano'1ir.alio11.~ 
Name Title J'm~=. • 

Senior Regulatory Product Manager • • • • 632 •• • 
Carolyn F. Brinkley 1-336• -2S3t! • • •••••• • •• • • . -.... 

CertificaUon 6. • • ,:ti,_Apptication 
I certify that the statements I have made on th s form and all attachments thereto are true, accurate and compTe,:.• • • eceived 
I acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment o? ••• • (Stamped) 
both under applicable law. • ••• • • 

2. Slgnatur~ 3. Title •• • 
L c;::::i< /./. Senior Regulatory Product Manager •••• z /7. -- • •••• 

4. Typed Name pl if 5. Date 
3.123/2004 

Carolvn F. Brinkley 
. . 

EPA Form 8570•1 (Rev. 8-94) Prev10us edit1oos are obsolete • 

EPA-FAM (G • CA-DOC- REGAFFRS] 6/5/97 • bb 
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U.S ENVIRONMENTAl PROTECTION AGENCY 
Office of Pesbcide P,ograms 
Regi:slratlon DiV\S1on (7 50 SC) 
1200 Pennsylvanie Ave NW 

washington, O.C. 2'0460 

NOTICE OF PESTICIDE: 

(under FIFRA, as amended} 

lL Registration 
_ Reregistration 

Name and Address or Registrant (incl de ZIP Code)· 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27 419 

EPA Reg. Number: Date of 

100-902 3/30/04 

Term or lssuaooe. 

Conditional, extended until 
5/1/05 

Name or Pesticide Product: 

Emamectin Benzoate 
Technical 

Note: Changes In klbeling diffenng in sub-s1ance rom that accep1ed in connedlon with this registration must be submitted to and accepted by the 
Reg tJation Division priOf to u:se of the label in commeroe. In any correspond nee on I 1s product alway$ refer o the above EPA re9lstration number. 

On the basis or lnformatioo furnished by th.e registrant, the above named pes.bclde 111 her&by registeredJrereglslered under the Federal lnseclicide, 
Fungicide and Rodenticide Acl 

Registration is in no way to tie com,tru&d as an endorsement ~ recommendation of !his product by !he Agency. In order to protect health and the 
environment. Iha Administrator, on his motion, may at any time suspend or cancel the registration of a pesticide In accordance will'l the Act. The 
aocep1anoe of My name in connection with the registration of a product under this Act is not to be 00f1strued as giving the registrant s rig!\! t.o excluslve 
ur;e of Iha name or to 11s ui;e if ll haa been coveted by others, 

The above product was conditionally registered on 5/19/99 with an expiration date of 
5/1/02. The registration was extended on 4/19/02 by EPA until 5/1/03 and again on 
4/18/03 until 5/1/04. This letter serves to extend the conditional registration expiration 
date for this product an additional year, i.e. until 5/1/05. 

This time extension will allow for review of an estuarine/marine invertebrate life-cycle study 
(guideline OPP 72-4b = OPPTS 850 .1350) whlch was noted as a condition of registration 
for end use products EPA Registration # 100-903 and# 100-904. After the EPA denial of 
a Syngenta waiver request the registrant agreed to run the study. The study was 
submitted on 1n/03, assigned MRID 458330-01, and is currently in review. 

Signature of Approving Official : 

Thomas C. Harris, Biologist 
I nsecticide-Rodenticide Branch 
Registration Division {7504C) 

EPA Form 8570,.6 

Date: 

3/30/04 
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Thomas Harris 

03/30/2004 01 :56 PM 

To: Stephanie Syslo/DC/USEPNUS@EPA 
cc: Ben Smith/DC/USEPA/US@EPA, Stephanie 

Syslo/OC/USEPA/US@EPA, Thuy Nguyen/DC/USEP A/US@EPA 
Subject Re: emam&ctln - estuar/marlne invert study[) 

No problem. I'll extend the registrations for another year to 5/1/05. 

Trying to remember that there is an expiration date is a bit of a problem. We're trying to get a field 
added in OPPIN to track this sort of thing . Some time before the registration is set to expire it should 
start flashing red, making noise, and generally reminding us to take care of it. It can cause a huge legal 
mess if we forget and the registration expires (it happened once in our branch). 

So . .. if EFED cou ld just get the review done by the end of the calendar year (well in advance of when 
the expiration comes up again) it would be great. ln addition, I'll put a note on my calendar to remind 
you next February if it's not done. Actually, this might be a good study to give a new hire since I expect 
the results are just confirmatory. 

Tom Harris 
EPA/OPPTS/OPP/RD/IRB 
(703) 308-9423 
harris.thomas@epa.gov 
visit http://www.epa.gov/pesUcides 
Stephanie Syslo 

Stephanie Syslo 
Sent by: Stephanie Syslo 

03/30/2004 09: 40 AM 

Tom, 

To: Thomas Harris/OC/USEPA/US@EPA 
cc: Thuy Nguyen/OC/USEPA/US@EPA, Ben Smith/DC/USEPNUS@EPA 

Subject: Re: emamectin - estuar/marine invert study§ 

I know you asked Thuy the question, but since thls is a scheduling issue. I need to chime in. ERB 3 
doesn't have a biologist assigned to this chemical, and we're way short on biologists right now. So, there 
is no way we can get the review done for you by mid-April. Sorry . 

Just interested: Is the extension just for a year? If so and if it does not cause problems for you , could 
you please noodge us again about 3 months before the registration expires, so we can get it done for 
you? We'll be In better shape after we get all our biologists on board and trained. Thanks. 

Steph 
305-6355 
Thuy Nguyen/DC/USEPA/US@EPA 

Thuy To: Stephanie Syslo/DC/USEPNUS@EPA 
Nguyen/OC/USEPA/US cc: 
@EPA Subject: emamectin - estuar/marine invert study 

03129/1993 08:59 PM 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460, 

February 23, 2004 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

OFFICE OF 
PREVENTION. PESTICIDES 
ANO TOXIC SUBSTANCES 

Subject: Emamectin Technical, EPA Reg. # 100-902 
label amendment submitted 8/29/03 
accepted with comments 

Dear Ms. Brinkley, 

The revised labeling reference to above, submitted in connection with the 
registration under the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA), 
as amended, is acceptable provided you incorporate the changes required by the 
Agency as listed below . 

Tooic 

Directions for Use 
site list 

Action rAnuired 

EXPAND the term "turnip greens" to "turnip 
greens (tops, leaves)". 

ADD a footnote to the new term turnip greens 
(tops, leaves) term that reads: 

"Turnip Greens (tops, leaves) only: For use on 
turnip varieties grown for leaves only. Do not 
use on turnip varieties grown for roots or dual
purpose varieties grown for roots and leaves." 
[this is text is from 100-904) 

Submit two (2) copies of your final printed labeling incorporating the above changes 
prior to releasing your product for shipment. If the above provisions are not 
complied with the registration will be subject to cancellation in accordance with 

Paae 1 of 2 
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FIFRA Section 6(e). Your release for shipment of the product bearing the amended 
labeling constitutes acceptance of these conditions. 

A copy of your label stamped "accepted with comments" is enclosed for your 
records. 

If you have any questions please contact me at (703) 308-9423 or 
Harris.Thomas@EPA.gov. 

Sincerely yours, 

Thomas C. Harris 
Insecticide / Rodenticide Branch 
Registration Division (7505C) 
Office of Pesticide Programs 

enclosure 

Pac,e2 of 2 
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Emamectin Benzoate Technical 

An insecticide for formulation into end-use insecticide products intended for non
domestic terrestrial outdoor food use. 

Active Ingredient: 
Emamectin Benzoate (CAS No. 155569-91-8) ............................ , ........................... 97.0% 
Other Ingredients: 3.0% 
Total: 100.0% 

KEEP OUT OF REACH OF CHILDREN 

DANGER/PELIGRO 

Si usted no entiende la etiqueta, busque a alguien para que se la explique a usted en 
detalle. (If you do not understand the label, find someone to explain it to you in detail.) 

See additional precautionary statements on label. 

. 
EPA Reg. No. 100-902 
EPA Est. 

Product ID. 

Product of Switzerland 

_ SCP 902A-L(Draft C) 

Net Contents 

ACIIEPl'ED 
"1th COMMENTS 

m EPA Letter Datect 

FEB 23 tBl4 

•••••• • • • • • 
•••••• • • •• 
••••• 

♦ • 

••••• 

•••• • • •••• 
• •• • • • •••• 

• 
• ••• • • •••• 
•••• • •••• 
• 

• ••• . •· •••• 
• • • • • •• •• 
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If in eyes 

If swallowed 

If on skin or 
clothing 

If inhaled 

-2-

FIRST AID 
• Hold eye open and rinse slowly and gently with water for 15-20 

minutes. 
• Remove contact lenses, if present, after the first 5 minutes, then 

continue rinsing eye. 
• Call a poison control center or doctor for treatment advice. 
• Call a poison control center or doctor immediately for treatment 

advice. 
• Have person sip glass of water if able to swallow. 
• Do not induce vomiting unless told to do so by a poison control 

center or doctor. 
• Do not give anything by mouth to an unconscious person 
• Take off contaminated clothing. 
• Rinse skin immediately with plenty of water for 15-20 minutes. 
• Call a poison control center or doctor for treatment advice . 
• Move person to fresh air. 
• _If person is not breathing, call 911 or an ambulance, and then 

give artmcial respiration, preferably mouth-to-mouth, if possible. 
• Call a poison control center or doctor for treatment advice. 

NOTE TO PHYSICIAN 
Probably mucosal damag~ may contraindicate the use of gastric lavage. 
Early signs of intoxication include dilated pupils, muscular incoordination, and musde 
tremors. If toxicity from exposure has progressed to cause severe vomiting, the extent 
of resultant fluid and electrolyte imbalance should be gauged. Appropriate supportive 
parenteral fluid replacement therapy should be given. along with other required 
supportive measures (such as maintenance of blood pressure levels and proper 
respiratory functionality) as .indicated by clinical signs, symptoms, and measurements. 

In severe cases, observations should continue for at least several days until clinical 
condition is stable and normal. Since emamectin benzoate is believed to enhance 
GABA activity in animals, it is probably wise to avoid drugs that enhance GABA activity 
(barbiturates, benzodiazepines, valproic acid) in patients with potentially toxic 
emamectin benzoate exposure. 
Have the product container or label with you when calling a poison control center or 
doctor, or going for treatment. 

HOT LINE NUMBER 
For 24 Hour Medical Emergency Assistance (Human or Animal) or 
Chemical Emergency Assistance (Spill, Leak, Fire, or Accident), 

Call •••••• 
1-800-888-8372 : • : 

•••••• • • •• . •·• .. • • ••••• 

•••• • • •••• 
• •• • • • •••• 

• 
•••• 

• • •••• 
•••• • •••• 

• 
• ••• • • •••• 
• • • • • •• •• 
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PRECAUTIONARY STATEMENTS 

Hazards to Humans and Domestic Animals 

Danger/Peligro 

Corrosive. Causes irreversible eye damage. Do not get in eyes or on clothing. Wear 
protective eyewear (goggles, face shield, or safety glasses}. May be fatal if swallowed. 
Wash thoroughly with soap and water after handling and before eating. drinking, or 
using tobacco. Remove and wash contaminated clothing before reuse. 

Environmental Hazards 

This pesticide is toxic to fish, bitds, mammals, and aquatic invertebrates. Do not 
discharge effluent containing this active ingredient into Jakes, streams, ponds, estuaries • 
oceans, or other public waters, unless in accordance with the requirements of a 
National Pollutant Discharge Elimination System (NPDES) permit, and the permitting 
authority has been notified in writing prior to discharge. Do not discharge effluent 
containing this product into sewer systems without previously notifying the local sewage 
treatment plant authority. For guidance, contact your State Water Board or Regional 
Office of the EPA. 

•••••• • • • • • 
•••••• • • 

, .. 
••••• • • ••••• 

• ••• • • •••• 
• •• • • • •••• 

• 
• ••• • • •••• 
•••• • •••• .. 

• ••• • • •••• 
• • • • • •• •• 
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CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY 

NOTICE: Read the entire Directions for Use and Conditions of Sale and Limitation of 
Warranty and Liability before buying or using this product. If the terms are not 
acceptable, return the product at once, unopened, and the purchase price will be 
refunded. 

The Directions for Use of this product should be followed carefully. It is impossible to 
eliminate afl risks inherently associated with the use of this product. Crop injury. 
ineffectiveness or other unintended consequences may result because of such factors 
as manner of use or application, weather or crop conditions, presence of other materials 
or other influencing factors in the use of the product, which are beyond the control of 
SYNGENTA CROP PROTECTION, Inc. or Seller. All such risks shall be assumed by 
Buyer and User, and Buyer and User agree to hold SYNGENTA and Setler harmless for 
any daims relating to such factors . 

SYNGENTA warrants that this product conforms to the chemical description on the label 
and is reasonably fit for the purposes stated in the Directions for Use, subject to the 
inherent risks referred·to above, when used in accordance with directions under normal 
use conditions. This warranty does not extend to the use of the product contrary to 
label instructions, or under abnormal conditions or under conditions not reasonably 
foreseeable to or beyond the control of Seller or SYNGENTA, and Buyer and User 
assume the risk of any such use. SYNGENTA MAKES NO WARRANTIES OF 
MERCHANTABILITY OR OF FITNESS FOR A PARTICULAR PURPOSE NOR ANY 
OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT AS STATED ABOVE. 

In no event shall SYNGENTA or Seller be liable for any incidental, consequential or 
special damages resulting from the use or handling of this product. THE EXCLUSIVE 
REMEDY OF THE USER OR BUYER, AND THE EXCLUSIVE LIABILITY OF 
SYNGENTA AND SELLER FOR ANY AND ALL CLAIMS, LOSSES, INJURIES OR 
DAMAGES (INCLUDING CLAIMS BASED ON BREACH OF WARRANTY, 
CONTRACT, NEGLIGENCE, TORT, STRICT LIABILITY OR OTHERWISE) 
RESULTING FROM THE USE OR HANDLING OF THIS PRODUCT, SHALL BE THE 
RETURN OF THE PURCHASE PRJCE OF THE PRODUCT OR, AT THE ELECTION 
OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer this product. and Buyer and User accept it, subject to the 
foregoing Conditions of Sale and Limitation of Warranty and of Liability, which ~fi,i>t 
be modified except by written agreement signed by a duly authorized representa~v~of 
SYNGENTA. • .: ••• 

•••••• • • • • • • •••• • • • • • •• • • ••• • • • • • ••• • ••••• • ••• • • ••• • • • 
•••• • • •••• 
• • • • • •• •• 
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DIRECTIONS FOR USE 

It is a violation of Federal law to use this product in a manner inconsistent with its 
labeling. 

This product may be used only for the formulation of end-use insecticide products 
registered by the EPA for use on leafy vegetables, including Brassica, turnip greens, 
fruiting vegetables, cotton, and tobacco. 

STORAGE AND DISPOSAL 

Do not contaminate water, food, or feed by storage or disposal. 

Pesticide Storage 

Store in a tightly closed original container in a cool, dry place. Do not store near food or 
fued. ~ 

Pesticide Disposal 

Pesticide wastes are acutely hazardous. Improper disposal of excess pesticide, or 
rinsate is a violation of Federal faw. If these wastes cannot be disposed of by use 
according to label instructions. contact your State Pesticide or Environmental Control 
Agency, or the Hazardous Waste representative at the nearest EPA Regional Office for 
guidance. Pesticide that cannot be used or chemicalfy reprocessed must be disposed 
of according to federal, state, or local procedures under the Resource Conservation and 
Recovery Act. 

• Container Disposal 

Bulk 
Thoroughly clean container before reuse. Consult Federal, state, or local disposal 
authorities for approved alternative procedures. 

250 Gal. Mini Bulk 
This is a refillable container that must be returned to an authorized Syngenta reiinM~
facility for refilling or disposal. Before refilling, inspect thoroughly for damage S!lch jJs 
cracks, punctures, bulges, dents, abrasions, and damaged or worn threads on c1estH"e 
devices. After filling and before transporting, check for leaks. Do not,-efd~pr transport 
damaged or leaking container. • • • •··• • •••••• • ••• • • 

• • • •• It 

• • • • •• • ••• • • • • ••• • 
•••• • • •••• 
• • • • • •• •• 
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Other Containers 
Triple rinse (or equivalent). Then offer for recycling or reconditioning,. or puncture and 
dispose of in a sanitary landfill, or by other procedures approved by state and local 
authorities. 

CONTAINER IS NOT SAFE FOR FOOD, FEED, OR DRINKING WATER. 

Note: For minor spills, leaks, etc. follow all precautions indicated on this label and 
clean up immediately. Take special care to avoid contamination of equipment and 
facilities during clean up and disposal of wastes. 

Emamectin Benzoate Technical and the Syngenta logo are trademarks of a Syngenta 
Group Company. 

©2003 Syngenta 

For non-emergency (e.g. current product information) 
call Syngenta Crop Protection, Inc. at 1-800-334-9481 

Syngenta Crop Protection, Inc. 
Greensboro, North Carolina 27409 
www .syngenta-us.com 

SCP 902A-l(Draft C) 

EMA BEN TEC 902A-L(Draft C)clean-lg-8--20-03 000100--00902.20030820.c_PDF 

....... 
• • • • • 
•••••• • • •• 
••••• • • ••••• 

. ...... 
• • •••• 
• •• • • • •••• 

• 
• ••• • • •••• 
•••• • •••• 
• 

• ••• • • ..... . . 
• • • •• •• 
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Chron 

August 30, 2001 - draft revised label to EPA, revised first aid statements according to 
PR Notice 2001-1, revised ingredient statement according to new CSF and prod. chem, 
revised and added storage and disposal statements, specified on front panel end-use 
product uses supported for this active ingredient. Corrected label by adding Spanish 
signal word and warning statement, deleted chemical name of active - common name 
and CAS no. are sufficient, changed all references to Novartis to Syngenta and 
replaced Warranty statement with new Syngenta Warranty Statement, changed country 
of origin to Switzertand, revised ingredient statement per PR Notices 97-5 & 97-6 

July 31, 2003 - tn July, EPA set new tolerances for emamectin: leafy vegs crop group, 
Brassica leafy vegs group, turnip tops, cotton and EPA approved a new use on tobacco . 

August 20, 2003 - Draft - Added new approved uses, deleted Skull and Crossbones 
and "Poison", revised order of First Aid statement, made minor non-notif changes . 

•••••• • • • • • 
•••••• • • •• 
••••• • • ••••• 

• ••• • • •••• 
• •• • • • •••• 

• 
• ••• • • •••• 
•••• • •••• 
• 

• ••• • • •••• 
• • • • • •• •• 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

September 9. 2003 

KARE V.TRIPP 
SYNGENTA CROP PROTECTION, INC. 
PO Box 18300 
ORE SBORO, NC 27419-8300 

PRODUCT NAlvfE: EMAMECTIN BENZOATE TECHNJCAL 
COlv1PANY NAME: SYNGENTA CROP PROTECTION, C. 
OPP IDENTIFICA TIO NUMBER: 292929 
EPA FILE SYMBOL: 100-902 
EPA RECEIPT DATE: 09/04/03 

SUBJECT: RECEIPT OF AMENDME T 

DEAR REGISTRANT: 

OFFICE OF 
PREVE TION, PESTICIDES ,.\ND 

·oxrc SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passe,d an administrative screen for completeness. 

During the initial screen we detemrined that the application appears to qualify for fast 
track review·. The package \.Vill now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Registration Division~ Risk Management Team 
1, at (703) 305-7546. 

Sincerely 

YbJ«._. 
Front End Processing taff 
Information Services Branch 
Information Resources and Services Division 
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synienta 
Carolyn F. Brinkley Synaenta Crop Protection, Inc. 
Sr. fwaulatory Product Mana1er P. 0 . Box 18300 
Regulatory Affairs 410 Swing Road 
carolyn.br'lnkley®syngenta.com Greensboro, NC 27419-8300 

August26,2003 

Document Processing Desk [AMEND] 
Office of Pesticide Programs (7504C) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Avenue, N.W. 
Washington, DC 20460 

(336) 632 2838 

Attention: Mr. Thomas Harris, lnsecticide-Rodenticide Branch 

SUBJECT: EMAMECTIN BENZOATE TECHNICAL 
EPA REG. NO. 100-902 
LABEL REVISION TO INCLUDE NEW END USES APPROVED 8/22/03 

Dear Sir or Madam: 

On August 22, 2003 the EPA approved a revised labels for the emamectin-based end -
use products, Proclaim® Insecticide and Denim Insecticide (EPA Reg. Nos. 100-904 & 
100-903. These new uses included fruiting vegetables, leafy vegetables, Brassica 
vegetables, turnip greens, and cotton. As required by the EPA, Syngenta has revised the 
label for Emamectin Benzoate Technical to allow formulation of end-use insecticide 
products for these new uses. The revised label is attached and changes are marked on 
one copy to facilitate revlew. If you have any questions or comments about this label, 
please contact me. I can be reached at (336) 632-2838. 

Sincerely yours, 

~~~ 
Carolyn F. l'n~ley 
Sr. Regulatory Product Manager 
Regulatory Affairs 

Enclosures: 5 copies of revised Emamectin Technical Label 
1 copy of revised label on CD ROM 
Certfication with Respect to Label lntegrrty 
EPA Application for Registration Form {8570-1) 

•••• • • •••• 
••• • • • •••• 

- one wiVl &Qvisions marked 
• • • . . . •·•• 
•••••• • • 

• • • ••• 
• • • ••• • ••••• • ••• • • • • •• • • 

•••• • • •••• 
• • • • • •• •• 
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Page 2 

bee: R. Gold ~ 
RA file 100-902/Emamectin TechnicaVLabel Revision (new uses approved 8/22/03) 
K. Clark/Emamectin Technical Label Revision {new uses approved 8/22/03) 

• ••• • • •••• 
• •• • • • •••• 

• • • • • • • • • • • • •••• • • • • • • •• • ••• • • • • • ••• • • • • • • • ••• • • • • • • • • 
•••• • • •••• 
• • • • • •• •• 
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E:nvlironmental Pr,otection Agency 
Was.h!1ngtorn, DC 204&/.I 

A. ·. egi.str.ati on 
Amendment 

Other 
292929 

A)ppHcation for Pesticide ~ Section I 
1. Co:mpany!Proouct Number 2, EIPA !Product Manager :l 

Mr. Thomas Hanns 
~ X I Noo-e 0 [ R~stricted 

I nseoticidle-Roden:ticid~· Branch 
5, Name and Mdress of Appllicani (Jm;tuoo ZJP Codfj) 5. Expedl~ed Revl,ew. 111 a-coo:rdance with FIFRA Section 3(c)(3) {t:J}(i),, 

Sy,ngenta Crop Prot~lion, lnr;,. 
F'. 0. Box 16300 
Gr@erniooro, NC 27419 

i I ChtiJck if this is tll new address· 

[[] Arne;ridmeot - Explain below. 

my proo:oot is. s-irnilar m ldemlcaJ rn oornposilion and llabeli!'llg to: 

EPA Reg, No. 

Product Name 

SecUon -II 

ID f inaJI printed labels, rin response to 
Ag,erucy letter dated D R.es1.1bmls5loo In response t-o A.gerncy letter dlated ______ _ ID 'Me Tod' Applic--atioo. 

I 

I 11 Notif,ieatiOl'I • El-:iplain below. D Other - Explain below. 

Explaina.tion: Use additional pag:e(s) iii' ne,c;ess.ary. (for Sec-lion, I and Section 11.) On August 22, 2003 EPA approved use on fruiiing 
vegetables, lea."ry vt\ig!ll,tables, fJrassica .leafy vegiel.able:s., turnip, greens, and ,cotton. As reqiuiired by the EPA, Syngenta has r,evised the 
Emamoollin Benzoate T ectmical !label to a!low fo1rmu1lation into end-use· products for U1ese 111ew uses. 

1. Material iihls Product wm Be Paclkag.ecl In: 
Child-Re.sistarul Packag ingr Unit Fcla.ckaglng 

E3 Y.es• E3 Y.e.s 
No No 

"C-ertlficatlr:m 1m.1si· 
,be submmed 

D IL.abell 

If "'Ye5~ 
Uni! Packaging wgi. 

Manner ifil Which lab@! is Affixea ro l?r,odui::t 

No. per 
container 

Section - Ill 

It "Yar/ rNo. pe1r 
Unil Pa.ckaging wgt. oontain.i11r 

4. Siz@{s} Ramil! Container 

2. r ~ r: .. :rtB·I··. F. I Pla~ic 
I GHass 

Paper 
, Othi!3r {Spticiify) _-__ _ 

5. LoeaM n of Lal>el rnrooMns 
On Label 
On La,bel lngr aooom!PBJrnyingr prodloot 

§ l.illhogrnph 
I I P·aper glued 

D O'ther ___________ _ 

Stenciled 

Sectiion ~ lV 

Name Tltile Telephone No. (inollJde Area ,C,ocle} 
Caroly1n IF. Brinkley Ser1io1r Reg1ulatory Product rManiager {336) 63:2·2-838 

Cer:tification 
11 cernly that 11he stalaMnls I have made· on liflis, forrn ;;md aill allacl1m'frrrtffi. thereto are true, aoourate and! OJrnplete. 
I acknOMedg,-e !hat any kr1owlnt1IY laloo ,or mislead ing1 sta.~ment may be pu:nlsha~le by fine or Imprisonment or 
both under .app,1t-c-aible llaw. 

3. Title 
Senior RegulaJo ry IP'rodu:ot Man ager 

4!. Typsd Nap If 
Carolyn F. Brinkley 

!5. Date 
.Au1aust :29 200'3 

EiflA Form 8570·1 (Rev. 8·94} Pravio:u~ editions are o:bsole-te. 

··••·•• • • • • • 
•••••• • • •• 
• ----. . .--!l!!I,,. 

• • ... , ... 

6. • lilaE App!][calion 
• .Eli~ed 
• .Jstam1Ped) . •· . ··••· .. 
·••·• • • •••• . ... .. 

, .. , .. . . .. ,,. 
!11 . , 

•••• . ·• . . .. 
•• •• 

El?A·FlRIM [0 • CA·DOC • REGAFfRS] 615/97 • bb 
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Ce1rtiification with Respect to Label Integrity 
Versio:n: 911 1/0'2 

I certify that the !nfonmatian (includingi, but m:1t llimiteci to, text,, tables, and 
graphics} cantalned in the electronic fi le identified below by file name and 
submlUed with this certification is the :s.ame 'informa~ion as that on tile paper 
co phes of these documents incl1u cted with tih is s ubmi ss i an. 

PROPOSED LABEL 
EPA Registration# Dale Submitted Electronic file name 

to !!:PA 
mo.g,02: August 2~ 2003- 000 1 00·009 □2:-20030820.c.PDF 

II certify that the statements that I have made on tll1is fonm are true, accurate, 
and comple•te. I ac'k:nowledge that any knowingly false or miisleadirng 
statements may be punishable by fine or lmprisonment or ooth under 
applicable law. 

(V,.1 . .-& .,.../,. 4..li~ Augllst 29: 2003 
$~ ~r-D- a~-t~e--- ~-- - -

Garo-1 n F. Brink.le 
Name {typed!) 

Sr. Regulatory Product 
Manager 
Title 

•••••• • • • • ■ 

ll" l!!i. t if Ii •· ,. 
••· ....... . . . 

••••• 

•••• .. . 
·• •·•. . ,. •· 

~ . . 
• • · · l!!!I 

., ... I. 
ii • 

., , ... ■ 

•••• ·• • ••• 
• Ii.,,,. 

• • •••• .. ., 
"' ,. . 

, ••• i 
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OFFa 1DF 
P,REVENTION, PESTICIDES 
MID TOXIC SUBSTANCES 

f ebruary 5, 2004 

I, J,ohn Hebert, lnsecticide/1R!ode,nticide IBra1nch, Registration Oivis.io,n. Ofliice of Pesticide 
Programs, Office of Prevention, Pesticides and loxic Substances. Uni'ted Stat.es Environmental 
Protection Agency i(~EPAM}, certify that the pesticide product (s) listed be1ow is, as of the date of 
this lette,r, a registered 11:m:>d.uct under the lfedernl Insecticide, Fungic•de, and R:adentiicide Act 
(FJFRA), as. amended, and that as s.uch, the product(s) may be sold a,nd ma1rkete<:1 i1n the United 
s·tates of America as a.utl'iarized ~nd l'imited by FiFRA . . A true arnd correct copy of the product 
label, appr-oved by EPA is attached to accompany this l1etter .. 

Registration of this product(s) w1itih EP'A also denotes that the re,gistrnmit listed below is 
responsible for ensu1rins full compliance wi,th all the Jaws of the United States oi America, or 
governing jurisdiction, regarding the sal•e, storage and/or disposal of the product(s). Further, the• 
recipient of th is letter is, on notice tillat the r,eferenced registration and/or the acoompanyi1ng laibell1 
rflil!Y change subsequent to ·the date of this letter. EPA assumes no respo111sibility to notify the 
recipient o•f this .lette,r of any change in the stait.us of the registrat.ion(s.) and/or the, procluct l,abel 
for the produict(s) listed below., 

EPA has iss.ued registratiio!'ll numbers for the product(s) listed below to: 

Syn,genta Crop P mtecli on, Inc. 
P.O. Box 18300 
Greensboro, NC 2'7419-8300, 

EEA Registin~tion Number: 
Nia me of Ptod,.LI ct 

100-902 
Emamecti1t1 Benzoate Technh;:a l 

0 
John D. Hebert 
Product Manager 
Insecticide/ Rodenti:cide Branch 
Registration Division (7505C) 
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•• SYNGENTA CROP 3366322356 

-syngenta 

REQUEST BY FAX 
Fax No. (703) 305-6596 

January 21, 2004 

Mr. Arnold Lane, Chief 
Insecticide Branch, egistra ·on Division 
Office of Pesticide Programs (7505C) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Ave. NW 
Washington, DC 20460 

Dear Mr. Lare: 

01/21 '04 11:15 N0.533 01/01 

Syni;enta Crop Pruu:rtl()n, Inc. Tel 336 632 ,S(1Qf) 

P.O. R<lx 18~00 
Grccru.lxm1, NC 27419-8300 
WWW. ;yni-:cnl~.~)l,)rll 

SUBJECT: ! REQUEST FOR CERTIFICATES OF REGISTRATION 

Our Syngenta colleagues in ottier countries to who Syngenta Crop Protection, I c. U.S. supplies 
product, require Certi ica1es o1 Registratfon (gold seals) for those products to sat!sfy their incfMduar 
country's registration requirements. Please provide us vith ~ Certfficates o Registration for the 
following prod ct-(s): 

Name of Pt9duct EPA Reg. No . 

EMAMECTIN BENZOA TE T'ectmfcal 00-902 
PROCLAIM Insecticide 100-904 

To meet the reglstratio timellnes in the reques ·ng countries, please provide the Certific tes ot 
Registration as soon as possibre. If you have any questions about thfs request, please contact me at 
the below telephone umb~r. Than you for your time and assistance. 

Sincerely, 

ll}([~'W,. Ca~ci'.G 
Kathy Campbell 
S aff Qual'ty Assurance Auditor 
Regulatory AffaJrs 
PH 336-632-7672 
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U.S .. ENVIRONMENTAL PROTECTION AGENCY 
· Office of Pesticide Programs 

APR 1 o 2003: 

SYNGENTA CROP PR:OTECT'ION, INC. 
P .. ,O. BOX .18300 
GREENSBORO, NC 27419'8300 

Report of Analysis fo,r Compliance with PR. Notice 86-5 

Thank you for your transmittal of 04/02/03. our s .taff 
has completed a pr•elimina.ry analysis of the material. The results a.re 
provid!ed as f ollo,ws: 

Your submittal was found to he in full compl iance with 
the standards for submission of data contained in PR 
Notice 86 - 5 . A c,opy of your bibli,ography is. en.closed, 
annotated with Master Record I.D's {MR.IDs)· assigned to 
ea.ch document submitted. Please use these numbers in 
all future references t ·o these documents. Thank y,ou for 
your cooperation. If you have any quest.ions, c,onc•erning 
this data submission, pl e:ase· raise them wi t.h the 
cognizant Product Manager .r to whom the daEa have. been 
released . 

' 
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Syngenta Crop Protection. Inc. Tel 3M 632 ·MIOO 
!P.O. Box 18300 
Gtecmhom. NC ~7419, 8300 

syn(enta 

• 

• 

March 28, 2003 

Document Processing Desk (AMEND} 
Office of Pesticide Pmgirams {7504C) 
U.S. Environmental Protection Agency 
40,.1 M Street 5.W. 
Washington, DC 20460 

3 Flr.,'14 

Attent1:on: .Mr. Thomas Harms. Insecticides Rodentic!des Branch ~ 

SUBJECT: 1EMAMECT1N BENZOATE TECHNICAL, EPA REG,. NOt 100-902, 
PROCLAIM® INSECTICtOEt EPA REG. NO~ 100-904t 
APPLICATION TO ADD POME FRUIT TO PROCLAIM® 
INSECTICIDE LABEL 

Dear Mr. 1--iarris. 

Syngenta Crop Protection. lne. is submitting. separat,ety. a petition for the 
estab!lishment of tolerarnces of emarnectin ben2:oate in or on pome fruit ,(Crop Group 
t 1 k This su omission 1s an applicahOn t.o amend u, e Proclaim insecticide label to add 
directions for use on pome fruit. 1:n Syngenta's recent letter1o the EPA regarding tne· 
Agency's FY 2004 work plan. Syngenta listed this petition as one of its priorities. 
Syngenta also plans to submit, by J'Une 1, 2003. a rationale supporting the 
classification of this proposed use as a.n orgemophosphate teplaoement. 

In support of the tole·rance petition for emamectin benzoate in or on pome fruit. 
Syngenta submitted residue• studies for. the representative crop group ·commodiues. 
apples and e.ars. Based on this proposed to1leranoe the Proclaim Insecticide label 
includes the following. additional crops that are in the pome fruit group: 

apple, crabappte. loquat. mayhaw, Ori,ental pear. pear and quince 

Antic ipating the EPA's upcoming approval of the use· of Proc laim Insecticide on fruiting 
vegetables, leafy vegetables i.nduding Brassica, and turnip tops, we cnose to submit 
u,e pending version ot. the Proclaim Insecticide label with the proposed addLtional use · 
on pome fruit. 

In addition to the .accomf:)any1ng Det1tion for to lerance Syngenta is subnr \tti~£ ~'he 
followmg: 

1 L : -1, 

L .. L . 

1 .A.nr app11cauon fO!' amended. registration of Proclaim ·lnsec 1ctde (EP<\ • 
Form 8570-0 . • . . . . 

2. Cert1f1ca11on ·w11h Respect to Citation of Data Form 
.J. Data Matnx 
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Page 2 of 2 

4. Six copJes of the proposed label - one copy with these 1revisions 
marked: 

a. Added pome fruit directfons for use 
b. Deleted use res.triictions from the G,eneral 1nformation S,ection 

and created separate use restrictions for vegetabl.es and pome 
fruit sinc,e-some restrictions are not app'licable to both crops 

c. In the vegetable directions for use tables added the minimum 
app ication jnterval and the maximum amount allowed per 
application and per season. 

d. Added a statement regarding chemigation to the container 
label. 

e. Revised the date of the labet to 3/26/03. 

We reoogni~e that the emamectin technical labe.1 must also be revised to include this 
additional use. We prefer to submit that label when the EPA its ready to, set the pome 
fruit tolerance. If that is mot acceptable, pl'ease let us know. 

Thank you for your review of this application. H you have questions or comments, 
please contact me. 1 can be reached at (336} 632-2838 or via e-mail' at 
earotyn brinlday@sJ9er1ta.,oom. 

Sincerely, 

~"""~=1. ~ 44_, 
Carolyn. F. inkley 7 
Sr. Regulatory Product Manager 
Regulatory Affairs . 

Enclosures: EPA Application for Amended Registration (8570-1) 
Certification with Respect to Citation of Data 
Six copies of proposed label - one with revisions marked 

. ... . ' 
• • 

r < ' 

i ' .. : ,. 
• ~. ,j, r; 

l c ~ • 

• • .. " ; . . ,. .. . .. 
" 

• · ... t 

• . .. . ,, 
• • 

• ,I '1 .. .. , ~ 
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11.=:================~===~-~'~ )'====~=-====~=;i 
,,;.· i:IF'A ~ . IN!i!J'l'l~: Oitll ~ U.S, E!NVIRONMEITT At PRO'iftCTIOf'il .-iGENCV 

Ofllc4,ot f~ Prn,g~ 
Registmlon Olvlilion (l\'~ ) 
1200 PtnnsyfvlnlaAva., MN 

Washfrl~n., CI.C. ~ · 

NOTICE OF PESllCiDE: 
_x Registration 
_ !Reregistration (under FiFAA, 11& amended) 

Carolyn Brink:iey 
Syngenta Cirop Pr,otection, Inc . 
. PQi Box 18300 
Greensboro! NC 27419 

100-902 411812003 . 

l T«rn ;'[l(bM!mca: 

Conditiona~ .• ,extended unUI 
5/1/04 

Emamectin Benzo,ate· 
I Technica~ 

O.n tht, baa -rA lntomnatlan tumllhid ~ 1M r~lslnint. 1ht atiov• MIMd ~ II htlrlby r-a1't.erM/111if111Amdl l!l'!dir the fwlal lnw:ilcW., 
Fqkldt· and RolNl'ldcldl, Act. -

; 

RIIG~ II " no vniy lo be consbutd as an ~menUI/' l'KOfflmt~ dttili product by iw ~ . Iii, oniw lo protKt i.111'1 iind h 
~m«IL 1ht Admfnishtor ,,on Nii IIKJdon, lnlY ,it anytime~ o, ~h fegisntkln ,ol1 ~ ln ,MitGnllnca wl!l'IN kt. lhl 
~ ~UIYMIM 1111,~ -wl!h. h ~btl.tion ala prod'ud lll'ldarllilktls not ta ti.~• 11Mlll I"- ~nt•qghl:111 ~ 
- olillM-MrM or&o b 11» l rlthM hMi'! l;!OVWM lbyothlrs. 

The above pr,oduct. was conditionatl1y reg1ist,ered on 5/1 ·9/99 with an expiration date of 
5/1/02. The registration was extended on 4/19/02 by EPA untill 5/1103. This letter &arv,es 
to extend the oondiUonal registration expiraUon date for this, p.roduct ,an ad'dfUonal year, 
i.e. until 511/04. 

This Ume ,extensjon will al'l'ow for .revi,ew of an es.tuar,ineJmarine invertebrate Hfe-cy,cle 
study ,(guideline OPP 72-4b = OPPTS 850.1350) Which was. noted ,as a condiUon of 
r;e91istr.aU0n for ,end use products EPA RegistraUon # 100 .. 903 and# 100 .. 904, After the 

• EIPA denwal of a Syng:enta weiver request the registrant agreed to 1run the study. The• 
studly w.as submitted on ·117/03, assi1gned MRm 458330-01 j and is curr,entliy in re:view. 

-
S~rn~lure of A(lpHi1'1inQ Official: 

77~· _1 1/:t,7 

Thoma.s C. Harris., Bidogist. 
llnsecticide-Rodenticide Branch 
Re , istration □ivis,ion 75O4-C . 

- -

411a10e 
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lhom.as Hards 

01/02/2003 03:50 PM 

To: r.::aro ly ni. b runkl ey@sying,enta.co m, Cha rllli.:Hi: 
Sit:af f o rdltDC tU SEPAIU S@,EPA 

cc : bi 11 . he I ke@s.y rig e nta. com, Francis G r1ifffith/DC /USEPA/US@ElflA 
Subject: R:e : FW: Semi in qtiantitative emamectin ~degradate~ stds 1in1 the year 

2 003il21 

MESSAGES BELOW FOR IBOTH SYNGENTA AINID EPA/ACL: 

Carolyn ! Syngenta I, 
il"ihe cont:act for analytical sarnp'les is: 

Anallytf ca I C rH:1m1istry Branch 
EPA/OPP/BEADIACB 
En vi ronme ntail Sci enc,e Center 
701 Mapes Road 
Fort Mead, Maryland 20755,5350 rinclude foll zip or h wiU not get there'! l 
attn: Cha riles Staff,o.rd 
(41 0) 305~2914 

When you send the samples you sho1J1ld also irn:'.lude the relevant MSDS and Certmcah:i of Analysi.s . 
ll"v,e cc'd the. la.b s,o they' re .aware (Jf wh,at you're working o,n, 
~T,om 

Chuiclk, mck IEPA/ACU: 
lit you read the trail below you· II notice that Syngeota is wondering lf tlhey si'nould submit what they 
have now and thi niist l.arter or wait until it's alll don,e .. if you have a preference please, 1let me and 
Carollyn Brinkley (Sylilgenta) know. Thanks. 
-Tom 

Tom Harris, 
E PAID PPTS/O P P'IR D/ 1 R El 
1703,) 308-9423 
Iha rrvs. th oma s@epa.gov 

car,olyn .brinkl'ey@sy~genta.com 

Hi T'om , 

cHroiyn.brinkley@synge 
nt.a,,com 

Olt02J2003 10:4,0 AM 

To: Thomas i'ila 1rrisf□C/USEPA/l!JS@EPA 
cc: bill .h,elke.@syngenta.com 

Sub]e r.:: t: rW: Send in qt1imt11ta.tive em'3Jmecrn1,n ~ deg radate" std s iri th(11 y®ar 2 
003 

When John Hott was h ,andling emamectin, ~.rA a sked u.s to send t h em ana ]L yt i i:;;:QJ 1 
standards for the erna rnetabolite.s. We sent what we had .i.t t.h@ t im®: and 
agreed to send the rest in 2003. We can provide some of the requested 
mait.11lrii'.lll n ow but not al lL ,of it. Are you the c ,onta.c t for this upcl:a te? 

> -----Original Me~sage-----
> iF'JrCI.IJl: Hejj_ ik e Bill USGR 
> ,Bent: 
> To: 
> Subjectt 

Thursd ay, J a .nuary 02:, 2003 1 0: 24 AM 
Brinkley Caro l yn USGiR. 

RE; Send in quant:ii.tati ve. emamect in ''d.egradate" st.ds in the 
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> yeai;' 2 003 
> 
> Hi Carolyn: 
> 
> Oh, lucky you '! Em:arnectin is such a lovely compound to work with in tJie 
> lab. 
> 
> J\.JcconlJing to phr.:Hl~ conv@:rsation wit.h John last yea.i::, Ef'A wou l d take 250 
> mg, ,of quaJI.itative ~tandai:ds fo.: theil!: init.;i,.a.l work, to b e followed up 
> with an addit:iona ll 250 mgi, of ''analyt · cal g,;:ade 11 standards once pu.i::ified. 
> We 1,h.ipped the qual i ta t i V&!, standard~ l..is t ye<11~ and p:t:omi.s ecll to purify 
> t.he5e as time pe rrni t ted du:i:::ing 2 002 and into 2 003. 
> 
> Ftu:i fi ca.ti on o f these rnetalboli tes is n.ot tri v:lt.al and i 5, only partially 
> COiITJPlete. To c:ompl i ca te thing·s ,. our qToup size has been reduced .by two 
> Olsten temps in 2003 - one of those t.emps wa.s t.h.e pe:i:son I had wo,rking cm 
> this projrect, We will continue to wo!!:k on pu,i:;ifie-a.tion of th@s@ biut at 
> redu c ed pai.ce as time permits. Status of each i.s li!3;,ted below: 
> 
> NOA 4383 7 6 "" "13, 9- ZMA.rr: 'The mc,s t di Il:ficul t one to pur:i fy. 
Degrad®s 
> as you work with it . l?u.i::i:fic.ition is t.wo- st,ep p .roc:ess. Fir.st step 
::- c,c·,rnp1leted; Lengthy sec,ond, $ tep just sta.1rted. 

> NOA 43,8309 _.,_ ;1AB - la/L 1 64! 9": 
), 

:,. .NOA 415692 itMFBla/L 1 5.99 1' ; 

Purified, inventoried, ~eady to ship. 

fu,;:i fied, h:rnent,o.i:;-ie:d, re.ady to ship. 

> NOA 415693 '''FAB l a/L' 831": Purification is two - £.tep process. Firs t 
> step cornpl ted, Lew;1thy s.eC(JUd step partially completed, 

> In light of the above and until I can get ai better handle on our initial 
> 20,03 p.i::ojec t workload {study starts/etc.}, I won't promise anything in the 
> way o·f deliV'€!i!:Y dates for the two that are not ready. Would you l i ik e us 
> t,o .ship t h@ two that ARE ready to E.rA in the interilllll, or would you prefer 
> to wad t and ship all four ait ehe same t:hne? 
> 

> 
> Bill 
> -----Original 
> F'roiilll,; 

Message---- -
Bdnkley Carolyn US,GR 

> Senti 
> To: 

Monday, PecernbeL" 2 3 r 2 0 02 l i 2 9 l?M 
Helke Bil USGR 

> Subject: 
> yea.r 2003 
> IW!Port.ance: 
> 

fW; Send in qu~nt i ta ti.ve ~a.meet in 11 d®:gradate'' stds in the 

High 

> Bill, I am hancl!ling ernamectin now - John is woJI"ki ng with other ai's. 
> According ta, the uat.e fro.u1 J ohn Hott below, we owe the EPA additional 
> emamectin i:n Jan ,, 03. A.cco rding to the at ta chm.en ts that John .sent r w~ 
> sent what we had at the time r,;,ith the pi:omi ,se to send! th@: .t~mai.i.ntd!er in 
> 1 03. I am. following up with you ,on this, f'l€H'i.se get baek t,o me. 
> 
> Tha.nks; 
> 
> - - - - -Original Message-----
> Fr-om: Hott .John USGR 
> Sent: Monda y ,, December 16r 2002 2: 55 f'M 
> To: Brinkley Cairo.il.yn USGR 
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> Subj @c:t : 
> year 20.03 
> 
> Carolyn, 
> 

:R.E: .S ,end in qu<1nt i ta t ive emamectin "deg.radate1
' st.els in t he 

> As par t of the enfol"cement of the a nalytical met hod.$ 'fo r emamec:t.in 
>· registrat ions, we we .r ,e sup pose t.o deposi t enough. s tand!a.rd rn;.:i,terial in the 
> EPA depository. We did not have any (o r very little of maybe questionable 
> qual ity ) to s uppl y them with. Syngenta, v ia Greg Watson and hi s contact 
> at the ,fapos:itory, a.gre,ed to supply t hem with quantitative s ·tds in 2003 
> (s,ee the em~il bel,ow) . 
> .John 
> 
Emamectin 

<< Messag e : E1namectin Degt-adat@: Stds >> << Message: RE: 

> Benzoat.e d@gra.date sample$ need t.o go to, fo~t Mead >> 



141

r -

• 

• 

caroly-111. brinkle,y@syn ge, 
nnt,.com 

Via Electronic Mail 

Mr. Thomas Harrf1s 

lnsecticide-Rodemtic:icie Branch 

To: Thomas ll·huris/OCIUSIEPA/US@EPA 
cc:: s-teve .r, miller@syngema.com, merrill , tisdel@syngenta.co m, 

la rrv .zang@'syngenta .ilom, leah, mseohec k:.@syngenta.co m, 
rob ert. W'Ulrz:@sy rig e nta, co,m. roy. boy ki n@syng1enta .. com 

Subject: EPA itr err-i.1 ,REIi chang•e mtg r,equest 11 ·0:2 

Offiice of' Pesticide Programs (7504C) 

U, S. Envfrron mernta.1 Pro,tection Agency 

Ari,el Rios Building 

1200 Pennsylvania Avenue, N. W. 

Washing,ton, D.C .. 20460 

SUBJIE.CT: EMAMECTll:N BENZOATIE. 

~PA REG. NO. 100-902 

REQUEST FOR MIEETING TO DISCUSS STUDY TO ADDR,ESS. CHANGE 

IN REI 

De.ar Mr,. Ha.ms: 
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Syngienta Crop Protection, Inc. is requesting a meeting to discuss a study that we bel ieve will 
allow a reductlon in the, Restricted Entry Interval (REI,) for emamect!n benzoate-based 
products. The current :RE.I is 48 hours based on the acute toxicity category 1 for emamectin 
benzoate technical. The trnig,ger for this acute toxicity category based om the results of an ,eye 
irritation study in the rabbit in 1999 Syngenta requested a reduction of this REI from 48 hours, 
to 12 hours, however the Ag,ency concluded that the reduction, based on the ,exisUng data and 
the information that Syngenta provided, was not justified. Following is a summary of U1e 
previous actions related to this request and an alternative testing proposal that Syngenta asks 
to, discuss with tne HED toxicologist(s} and risk assessors. 

BACIKGROUND 

In 1998 and 1999 Syngenta (then Novartis) submitted proposals to the EPA to establish a 
12-hour REI for the, emameciin benz.oate-based end-use insecUcide product, Proclaim (EPA 
Reg. No. 100-904). [This reduction in REI, if aoceptable to the EPA, would also have applied 
to ttrn end-use insecticide, Denim (EPA Reg, No. 100-903) as well .] Syngenta's proposal was 
bas,ed on existing data. In a review dated May 1 O, 1999 the EPA stated th at Mthe Ag ency 
considers the REI established under ~he re,quirements of CFR 156.208, [WPS] as an "interim~ 
[int.ervall] unm a r,eview ,of en~ry residue exposure data (with toxicity endpoints) is oampleted 
during ~he reregistra.tion {or registration) process," However, the Agency went on to say that it 
has no mechanism for using skin and eye irritation categories to determine the appropriate 
REI, and currently only the dermal toxicity endpoint is used to assess rislk wi,th respect to 
postappl ication exposures. EPA noted that until an appr,opriate mectlanism is found for using 
skin and eye irritation potentials as an endpoint to assess posslble risk with respect to 
postapplication exposuries, ttie WPS interim REI remains in enect for those two triggers. 

In June 1999 Syng1enta submitted a second proposal to reduce the REI for emamectin-bassd 
products using a risk a sse,s sme nt based on eXJi sting data. 

Syngenta's proposal to the EPA contained these conclusions: 

• Using d'islodg,eabie foliar residue {DFR) data, primary eye frritation data, and 
conservative assumptions, Novartis calculated a "Tier 1~ assessment ffor ocu'lar 
exposure and risk_ fhe assessment dem a ns~rated a I a rge margin of safety ,even at O 
hours after application. 

• Low contact and low exposure characterize reentry activities wi ll occur in the field 
between 1,2 and 48 hours after appl ication. 
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In a review dated January 16, 2002 the EPA concluded again that the reduction of the REI was 
not supported based on the existing data and the risk assessment that Syngenta provided. 
HED stated that use of a "benchmark" dose from an acute study with an end-use product to 
develop an MOE for postapplication ocular risk was not acceptable. In addition the EPA stated 
that post application low contact activities such as weeding, pruning, and moving irrigation 
pipes, are actually not low contact with respect to potential eye irritation. 

However, Syngenta believes that there is a way to develop data such that a mechanism to use 
eye irritation potential as an endpoint can be used to assess possible risk with respect to 
postapplication exposures. To than end, Syngenta proposes to conduct a 870.2400 Guideline 
study using 5 mg and 1 mg of technical emamectin benzoate as the applied dose. Results of 
the study will al low establishment of a NOAEL and a potential dose response for eye irritation . 

Usin,g exposure data from agricultural worker re-entry studies conducted by the ARTF 
(Agricultural Reentry Task Force) combined with the residue data obtained from an emamectin 
dislodgeable foliar residue study (MRID 440079-03), Syngenta calculated an upper-bound 
estimate of the amount of residue that could be transferred from treated foliage to a worker's 
hands. To provide a conservative estimate of the potential ocular dose that could result from 
transfer of pesticide residue from the hand to the eye, Syngenta assumed that all of the 
emamectin benzoate residue on one hand was inserted into one eye. This resulted in a 
theoretical dose of 0.029 mg emamectin to the eye. 

Syngenta anticipates that the proposed eye irritation study will show a direct relationship 
between the amount of emamectin administered and the severity of the resulting irritation. The 
results of the proposed eye irritation study should be an acute Toxicity Category of Ill or IV. 
Using the results of the proposed eye irritation study with the theoretical maximum dose to 
workers, Syngenta believes that the margin of exposure will be adequate to allow the EPA to 
reduce the the REI for emamectin-based products from 48 hours to 12 hours. 

Because Syngenta is proposing a mechanism to use eye irritation potential as an endpoint to 
assess possible risk with respect to postapplication exposures, we request an opportunity to 
discuss this approach with the EPA toxicologist(s) and risk assessor(s) before commencing the 
proposed study. 

Syngenta is availab le to meet on the following dates: 

J 
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Dec 16, 17, or 18. 

We prefer to meet at 8:30 am but can meet in the afterno.on if necessary. 

Thank you for arranging this meeting. Please call if you have any questions or comments. 

I can be reached at (336) 632-2838. 

• Sincerely yours, 

• 

Carolyn F. Brinkley 

Sr. Regulatory Product Manager 

Regulatory Affairs 

bee: 

~ 
hcadcr .hlm 

RTh 
~ 

itruigcOO l .gif 
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Thomas Harris 

11/05/2002 09:54 AM 

To: carolyn.brinkley@syngenta.com 
cc: robert.wurz@syngenta.com, steven.wal1@syngenta.com 

Subject: Re: Emamectin - Estuarine Studyffi 

Thanks for the info. Hopefully, this will give us enough time to review the study before the 5/1 /03 
deadline for the conditional registrations. I will put a reminder on my calendar for April to check on 
this (please do the same on your calendar). If necessary, I can extend the registration again until 
the review is done. 

Tom Harris 
EPA/O PPTS/O PP /RD/I RB 
(703) 308-9423 
harris. thomas@epa.gov 
carolyn.brinkley@syngenta.com 

carolyn.brinlcley@syng To: Thomas Harris/OC/USEPA/US@EPA 
enta.com cc: steven:wall@syngenta.com, robert . wurz@syngenta.com 
11/05/2002 08:54 AM Subject: Emamectin - Estuarine Study 

Dear Torn, 

The draf t of this report wi l l be complete in a couple of weeks, so our plan 
Ls to submit the study by t he e nd of this year. 

Carolyn F. Brinkley 
Sr . Regula t ory ProductManager/Insecticides 
abamectin , c y romazine, diazinon, emamectin benzoate, fe noxycarb, pirimicarb, 
p~ofenofos, pymetrozine 

Syngenta Crop Protection, Inc. 
P.O . Box 18300 
Greensboro, NC 2 74 1 9- 8300 
Phone: 336 632 2838 Fax: 336 292 637 4 
E- Mail: carolyn.brinkley@syngenta.com 
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Ut'lTE,J TATES ENVIRONMENTAL PROTECTIO l AGENCY 

ASH INGTO , 0 C. 20.i-o 

Carolyn Brinkley 
Syngenta Crop Protection. Inc. 
PO Box 18300 
Greensboro. NC 27 4 19 

SEP 2 6 2002 

OFFIC E. '.,f 
PREVENTION, PESTICIO S AND 

TOXIC SUBSTANCE 

Suoject: labels related to emamectin tolerance 7F4845 
EPA Reg. # 100-902 100-903, 100-904 
correc ions required 

Dear Ms. Brinkley, 

Over the past year we have been exchanging labels and comments on the above labels 
related to tolerance petition 7F4845 (cotton, fruiting vegetables, leafy vegetables, leafy 
Brassica vegetables tobacco). Submissions have been made via both traditional 
paper submissions as well as electronically via email. While the tolerance analysis is 
still under review, the labels require some corrections. Please make the following 
corrections and submit revised labels. 

Product version 

100-902 emamectin technical 
paper submission 11/8/01 

100-903 Denim 
electronic submission 5/23/02 

Action reouired 

CHANGE site list to 1) merge leafy Brassica 
greens and head and stem Brassica subgroups 
since the proposed tolerance is for the entire 
leafy Brassica group; 2) add turnip greens 
(leaves) as a separate crop; 3) move cotton to 
the main food crop list (tobacco is the only 
terrestrial non-food crop on the label). Note that 
this list goes under the directions for use not on 
front panel. 

In PPE under Precautionary Statements, 
CHANGE "long-sleeved shirt and long pants• to 
"coveralls worn over short-sleeved shirt and 
short pants• as on current accepted label or 
provide justification for change. 

Regardless of text, please send a paper 
submission for this label. 

Internet Address (URL) • http .l/www. pa.gov 
Recycleel/Recyelable • Prinl&d wlln Vege1illble OH Bu6d In on Recycled Paper (Msiimum 30% PoS1consumer1 
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Product version Action reau ired 

100-904 Proclaim In the Directions for Use, Leafy Brassica 
paper & electronic submission 7 /24/02 vegetables. footnote regard ing turnip greens: 

DELETE the tex1 regarding dual purpose 
cultiva sand only allow the use of "distinct 
cultivars ... edible leaves .... " It was decided that 
the prohibition against using the roots of the 
dual purpose varieties would be unenforceable. 
Retain the "do not use turnip roots for human 
food or animal feed~ tex1 in the footnote. 

For each product, submit five (5) paper cop,es of the label. an EPA Form 8570-1 . and a 
cover letter {referencing this letter) . 

(Optional) It would also be helpful if you cou ld submit a CD-ROM w1 h an electror,ic 
copy of each proposed label in .PDF format (current draft instructions enclosed). All 
three electronic labels can be submitted on he same CD-ROM. Include a signed 
Certification with Respect to Label Integrity {enclosed) for each product, as well . 

If you have any questions please contact me at (703) 308-9423 or 
Harris. Thomas@EPA.gov. 

Sincerely yours, 

Thomas C. Harris 
Insecticide/ Rodenticide Branch 
Registration Division (750SC) 
Office of Pesticide Programs 

enclosures 
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UNITED STATES ENVlRONMENTAL PROTECTION AGE CY 

WASH! GTON. O.C 204 0 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

oEP 2 4 
OFFV":t O. 

PREVENTIO , PESTICIDES A 
TOXIC SUBSTANCES 

Subject: Emamectin Technical, EPA Reg. # 100-902 
label amendment submitted 11 /8/01 
accepted with comment s 

Dear Ms. Brinkley, 

The revised labeling reference to above, submitted in connection with the 
registration under the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA), 
as amended, is acceptable provided you incorporate the changes required by the 
Agency as listed below. 

Tooic Ar.tion reouired 

Directions for Use DELETE existing single sentence paragraph 
site list listing sites: 

·This product may be used ... and head 
lettuce." 

Front Panel MOVE new site text (inserted between 
site list product name and active ingredient 

statement) from front panel to Directions for 
Use following .,It is a violation of Federal law 
.... " The new site text replaces the old single 
sentence site paragraph deleted as per above. 
New site list has three items in a list format: 

"This product may be used only .... 
1 . Agricultural Crops ...• 
2. Use for which the U.S. EPA has 
accepted the required data .... 
3. Use for experimental purposes .. .. " 

lntemel Address (URL} • hUp://www ep.i gov 
R♦eyet.dlRecycl.abl• • Printed wi1h Vege1at>le OIi Based lnk:s on Recycled Pape1 ('Minimum 30"'. PoS1consumer) 
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Submit two (2) cop ies of you r fina l primed labeling incorpora ing the above 
changes prior to releasing your product for shipment. If the above provis ions are 
not compl ied w ith the registration will be subject to cancella 10n in accordance 
with FIFRA Section 6(e). Your release tor shipment of the product bea ring the 
amended labeling const it utes acceptance of these conditions . 

A copy of your label stamped "accepted with comments" is enclosed for your 
records. 

If you have any questions please contact me at (703) 308-9423 or 
Harris. Thomas@EPA.gov. 

Sincerely yours , 

Thomas C. Harris 
Insecticide / Rodenticide Branch 
Registration Division {7505Cl 
Office of Pesticide Programs 

enclosure 
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Emamectin Benzoate Technical 

This product may be used only for formulation into an insecticide for the uses listed 
below (text in parenthesis refers to the general use pattern as referenced in 40CFR158): 

1. Agricultural crops (Terrestrial Food Crop) 

Head Lettuce and Celery; head and stem Brassica Vegetables [Broccoli, Brussels 
sprouts, Cabbage, Cauliflower, Cavolo broccolo, Chinese broccoli, Chinese (napa) 
cabbage, Chinese mustard cabbage, Kohlrabi] . 

2. Uses for which the U.S. EPA has accepted the required data and/or citations of data 
that the formulator has submitted in support of registration excluding any use strictly 
prohibited by this label. 

3. Uses for experimental purposes that are in compliance with U.S. EPA requirements . 

Active Ingredient: 
Emamectin Benzoate (CAS No. 155569-91-8) _______ 9 __ 7_.0~0_1/o 

Other Ingredients: 3.0% 
Total: 100.0% 

KEEP OUT OF REACH OF CHILDREN 

SKULL & CROSSBONES] DANGER/PELIGRO 
POISON 

[SKULL & CROSSBONES] 

(red type} 

Si usted no entiende la etiqueta, busque a alguien para que se la explique a 
usted en detalle. (If you do not understand the label find someone to explain it to 
you in detail.) 

See additional precautionary statements on label. 

EPA Reg. No. 100-902 
EPA Est. 41448-SW-1 

Product of Switzerland 

SCP 902A-L 1 (Draft-A) ACCEPT.ED 
with COMMENTS 

In BPA Letter Dated: 
SEP 2 4 2002 

Undet the Ped.era! IDMdlc.lde, 
Punpcide and ,.., .. lltk{d., Ad. 
as am.ended, foe the pesticide 
re1l.afered under EPA Iles. No. Ire -u2-

Lot# ______ _ 
Net Weight: _ __ _ 
Physical ____ kg 
Assay • k~ 
Drum No. : " .. 

•••••• • • • • • 
••••• • • •• 

•••• • • ••••• 

• • •••••• • 
• ..... 

• • •••• 
• • • • • • • •• 

• 
•••• . " •••• 

• • •••••• • 
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FIRST AID 

If in eyes • Hold eye open and rinse slowly and gently with water for 15-20 
minutes. 

• Remove contact lenses, lf present, after the first 5 minutes, then 
continue rinsing eye. 

• Call a poison control center or doctor for treatment advice . 
If on skin or • Take off contamlnated clothing . 
c1othing • Rinse skin immediately with plenty of water for 15-20 minutes 

• Call a poison control center or doctor for treatment advice . 
If inhaled • Move person to fresh air . 

• If person is not breathing, call 911 or an ambulance, and then 
give artificial respiration, preferably mouth-to-mouth, if possible. 

• Call a poison control center or doctor for treatment advice . 

• If swallowed • Call a poison control center or doctor immediately for treatment 
advice. 

• Have person sip glass of water if able to swallow . 

• Do not induce vomiting unless told to do so by a poison control 
center or doctor. 

• Do not give anything by mouth to an unconscious person . 
NOTE TO PHYSlCIAN 

Recommendations for Medical Treatment for Emamectin Benzoate Acute Toxicity: 
Early signs of intoxication include mydriasis (dilated pupils), ataxia (unsteadiness), and 
muscle tremors. Toxicity following accidental ingestion of the concentrate can be 
minimized by inducing vomiting within ½ hour of exposure. If toxicity from exposure has 
progressed to cause severe vomiting, the extent of resultant fluid and electrolyte 
imbalance should be gauged. Appropriate supportive parenteral fluid replacement 
therapy should be given, along with other required supportive measures (such as 
maintenance of blood pressure levels) as indicated by clinical signs, symptoms, and 

• measurements . In severe cases, observations should continue for at least several days 
until clinical condition is stable and nonnal. Since emamectin benzoate is believed to 
enhance GABA activity in animals, it is probably wise to avoid drugs that enhance GABA 
activity (barbiturates, benzodiazepines, valproic acid) in patients with potentially toxic 
emamectin benzoate exposure. 

Have the product container or label with you when calling a poison control center or 
doctor or going for treatment. 

HOT LINE NUMBER 
For 24 Hour Medical Emergency Assistance (Human or Animal) or 

Chemical Emergency Assistance (Spill, Leak, Fire, or Accident), 
Call 

1...S00-888-8372 
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PRECAUTIONARY STATEMENTS 

Hazards to Humans and Domestic Animals 

Corrosive. Causes irreversible eye damage. Do not get in eyes or on clothing. Wear 
protective eyewear (goggles, face shield, or safety glasses) May be fatal if swallowed. 
Wash thoroughly with soap and water after handling and before eating, drinking, or using 
tobacco. Remove and wash contaminated clothing before reuse. 

Environmental Hazards 

This pesticide is toxic to fish , birds, mammals, and aquatic invertebrates. Do not 
discharge effluent containing this active ingredient into lakes, streams, ponds, estuaries, 
oceans, or other public waters, unless in accordance with the requirements of a National 
Pollutant Discharge Elimination System (NPDES) permit, and the permitting authority 
has been notified in writing prior to discharge. Do not discharge effluent containing this 
product into sewer systems without previously notifying the local sewage treatment plant 
authority. For guidance, contact your State Water Board or Regional Office of the EPA. 
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CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY 

NOTICE: Read the entire Directions for Use and Conditions of Sale and Limitation of 
Warranty and Liabilrty before buying or using this product. If the terms are not 
acceptable, return the product at once, unopened, and the purchase price will be 
refunded. 

The Directions for Use of this product should be followed carefully. It is impossible to 
eliminate all risks inherently associated with the use of this product. Crop injury, 
ineffectiveness or other unintended consequences may result because of such factors 
as manner of use or application, weather or crop conditions, presence of other materials 
or other influencing factors in the use of the product, which are beyond the control of 
SYNGENTA CROP PROTECTION, Inc. or Seller. All such risks shall be assumed by 
Buyer and User, and Buyer and User agree to hold SYNGENTA and Seller harmless for 
any claims relating to such factors. 

SYNGENTA warrants that this product conforms to the chemical description on the label 
and is reasonably fit for the purposes stated in the Directions for Use, subject to the 
inherent risks referred to above, when used in accordance with directions under normal 
use conditions. This warranty does not extend to the use of the product contrary to label 
instructions, or under abnormal conditions or under conditions not reasonably 
foreseeable to or beyond the control of Seller or SYNGENTA, and Buyer and User 
assume the risk of any such use. SYNGENTA MAKES NO WARRANTIES OF 
MERCHANTABILITY OR OF FfTNESS FOR A PARTICULAR PURPOSE NOR ANY 
OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT AS STATED ABOVE. 

In no event shall SYNGENTA or Seller be liable for any incidental, consequential or 
special damages resulting from the use or handling of this product. THE EXCLUSIVE 
REMEDY OF THE USER OR BUYER, AND THE EXCLUSIVE LIABILITY OF 
SYNGENTA AND SELLER FOR ANY AND ALL CLAIMS, LOSSES, INJURJES OR 
DAMAGES (INCLUDlNG CLAIMS BASED ON BREACH OF WARRANTY, 
CONTRACT, NEGLIGENCE, TORT, STRICT LIABILITY OR OTHERWISE) 
RESULTING FROM THE USE OR HANDLING OF THIS PRODUCT, SHALL BE THE 
RETURN OF THE PURCHASE PRICE OF THE PRODUCT OR, AT THE ELECTION 
OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer this product, and Buyer and User accept it, subject to the 
foregoing Conditions of Sale and Limitations of Warranty and of liability, which may not 
be modified except by written agreement signed by a duly authorized representative of 
SYNGENTA. 
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DIRECTIONS FOR USE 

It is a violation of Federal law to use this product in a manner inconsistent with its 
labeling. 

This product may be used only to manufacture/formulate other insecticide products 
registered and labeled for use on head and stem Brassica vegetables, celery, and head 
lettuce. 

STORAGE AND DISPOSAL 

Do not store near food or feed. Do not contaminate water, food, or feed by storage or 
disposal. 

Store in a tightly closed original container in a cool , dry place. 

• Pesticide Disposal 

I 

I 

• 

L 

Pesticide wastes are acutely hazardous. Improper disposal of excess pesticide, or 
rinsate is a violation of Federal law. If these wastes cannot be disposed of by use 
according to label instructions, contact your State Pesticide or Environmental Control 
Agency, or the Hazardous Waste representative at the nearest EPA Regional Office for 
guidance. Pesticide that cannot be used or chemically reprocessed must be disposed of 
according to federal , state, or local procedures under the Resource Conservation and 
Recovery Act. 

Container Disposal 

Bulk 
Thoroughly clean container before reuse. Consult federal , state, or local disposal 
authorities for approved alternative procedures . 

250 Gal Mini Bulk 
This is a refillable container that must be returned to an authorized Syngenta refilling 
facility for refilling or disposal. 

Other Containers 
Triple rinse (or equivalent). Then offer for recycling or reconditioning, or puncture and 
dispose of in a sanitary landfill, or by other procedures approved by state and local 
authorities. 

Note: For minor spills, leaks, etc. follow all precautions indicated on this label and clean 
up immediately. Take special care to avoid contamination of equipment and facilities 
during cleanup procedures and disposal of wastes. 
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©2001 Syngenta 

For non-emergency (e.g. current product information) 
call Syngenta Crop Protection, Inc. at 1-800-334-9481 

Syngenta Crop Protection, Inc. 
Greensboro, North Carolina 27 409 
www.syngenta-us.com 

SCP 902A-L 1 (Draft-A) 

Z:LABELE-W/EMA TECH902A-L 1 (DRAFT-A) - ccg - 11 /5/01 
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August 30, 2001 -draft 
revised label to EPA, 
revised first aid statements 
according to PR Notice 
2001-1 , revised ingredient 
statement according to new 
CSF and prod. chem, 
revised and added storage 
and disposal statements, 
specified on front panel end
use product uses supported 
for this active ingredient. 
Corrected label by adding 
Spanish signal word and 
warning statement, deleted 
chemical name of active -
common name and CAS no. 
are sufficient, changed all 
references to Novartis to 
Syngenta and replaced 
Warranty statement with 
new Syngenta Warranty 
Statement, changed country 
of origin to Switzerland, 
revised ingredient statement 
per PR Notices 97-5 & 97-6 
Nov. 5, 2001 - draft -
revised current uses 

Z:LABELE-W/EMATECH902A-L 1 (DRAFT-A)- ccg- 11/5/01 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

11/15/2001 

JOHN L. HOTT 
SYNGENTA CROP PROTECTION, INC. 
P.O. BOX 18300 
GREE SBORO NC 274198300 

PRODUCT NAME: EMAMECTIN TECHNICAL 
COMPANY NAME: SYNGENTA CROP PROTECTI O, INC . 
OPP IDENTIFICATION NUMBER: 286151 
EPA REGISTRATION NUMBER: 100-902 
EPA RECEIPT DATE: 11/08/2001 

SUBJECT : RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OF! IC:E OF 
PREVENI ION, PESTICIDFS AND 

TOX,C SUASTANCLS 

The Office of Pesticide Programs has received your application 
for an amendment and it has passed an administrative screen for 
compl eteness . 

During the initial screen we determined that the applicat i on 
qualifies for fast track review. The package will now be forwarded 
to the Product Manager for review t o determine its cceptabil i ty. 

If you have any questions, please contact Insecticide Br nch, 
Product Manager 03, at (703) 305 - 6891 . 

Sincer e l y, 

! ,/. / {/Jlt, r • 

Front End Processing Staff 
Information Services Branch 
Program Management and Support Di vision 

Internet Address (UAL) • http://www.epa.gov 
Recycled/Recyc:lable • Printed w~h Vegetable OIi 88sad In on Recyclecl f>aper {M lnlrnurn 30% Postconsurnef) 
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S~ngl.'nla Crnp l'rolcctinn, In~. lei Pr, ()1' (1fl(W1 

l'l> Hn ls,n11 

-syngenta 

Hand Delivered 

November 8, 2001 

Office of Pesticide Programs (H7504C} 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Avenue, N.W . 
Washington, D.C. 20460 

Attn: Mr. Thomas Harris, PM IRB 

SUBJECT: EMAMECTIN TECHNICAL 
EPA REG. NO. 100-902 
AMENDED TECHNICAL LABELS 

Dear Mr. Harris: 

(,r,,·r ~I, r11, ~l' ~741'1 -1'11011 

Per your request, I am enclosing copies of Emamectin Technical labels with the addition of 
detailed Muse sites.· One version of the label has listed the current use sites. The other 
version submitted has the current use sites, plus the current pending use sites. Enciosed 
are five copies (with one copy highlighted to indicate the location of the change) of the 
each revised label. 

To complete this action, an EPA Fann 8570-1 is inciuded. 

Thank you for handling this matter. If you have any questions or require additional 
information, please call me at (336) 632-7096. 

Sincerely, ~ 
/7 , h- -a_K 7/ ,,, v " 

"' John L. Hott, Ph.D. 
Regulatory Product Manager 
Regulatory Affairs 

•••••• • • • .. . 
·~···· • • •• 

Enclosures: Two versions of revised labeling (5 copies each, one highligt,~d) 
EPA Form 8570-1 ... .. . 

• • •••••• • 
• • •••••• • 

• 
• ••• • • •••• 
••• • • • ••• 

• ••• • • •••• 
• • •••••• • 
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se ns ns Oil revenre t . fo ore comp et1.rw rm. 

' United States 
: 

~ Registration OPP Identifier Numbef' 

&~ Environmental Protection Agency Amendment 283759 
Washington, DC 20460 Other 22~ / S / 

Application for Pesticide - Section I 
1. C(llTlpany/Product Number 2. EPA Product Manager 3. Pr~osed Classification 
100-902 Tom Harris 
4. Ccrnpany/Produat (Name) PM# [K]None D Restricted 
Emamectin Technical IRB a~ 
5. Name and Address of Applicant (Include ZIP Cods) 6. Expedlted Review. In accordance with FIFRA Section 3(c)(3) (b)(i), 

Syngenta Crop Protection, Inc. 
P. 0. Box 18300• 

. my product is similar or identical in composition and labeling to: 

Greensbofo, NC 27419 EPA Reg. No. 

[=:J Check if !his Is B new address Product Name 

Section - II 

(KJ Amendment - E.xpiain below. D Final printed labels in response to 

D Resubmission in response lo Agency letter dated 
Agency letter dated 

D "Me Too" Application . 
. 

D Notification - Explain below. D Ollle- - Explain below. 

Explanation: Use additional page(s) if necessary. (For Section I and Section 11.). 
Adding detailed use sites, per communication ~~th Tom Harris. 

Section - Ill 
1. Material This Product Will Be Packaged In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. 

~'"~'"" @Yes· li3 Yes li3 Yes X Metal 
No No No PlastK: 

Glass 
"CertifiC<ltion must If "Yes• No. per If -Yes· No. per Paper 
be sabm/tted Unit Pack.aging wgt. Container Unit Packaging wgt. container Other (Specify) 

3. Location of Net Contents lnfo,matioo 4. Size(s) RetaU Container 5. Location of Label Directlons 
2to 5pounds Eg On Label 

D Label [K] Container On Labeling accompanying product 

6. Manner in Which Label is Affixed to Product §! Llhog,.ph D Other 
P~erglued 
Stenciled 

Section -IV 
1. Contact Point (Complete items dfrect}y below for iderrtification of indMdual to be contected, if necessa,y, to process this aoolication.) 
Name I Title I Telephone No (lnclvcle Area Code) 
John L Hott Requlatory Product Manaqer 33~32-7096 

Certification 6. Date Application 
I certify that the statements I have made on this fOfm and all attachments thereto are true, accurate aflCI complete. Received 
I acknowledge that any knowingly false or misleading statement may be punishable by fine or Imprisonment or 
bolti under applicable law. 

2, 
s~natZ?~ A ./__ _ 

-- 4/r C/ 
4. Ty~arne 
John L. Hott 
EPA Form 8570-1 (Rev. 8-94) PreV10us editions are obsolete. 

3. n1e 
Regulatory Product Manager 

5. Date 
November 8, 2001 

• •• • • ····~· • • p. ...... 
• • ••••• 

(Stamped) 

• • -····· • 
• • •••••• • 

• ••• • • •••• 
••• • •• •• • 

• 
• ••• • • ..... 

• • •••••• • 
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~e re«I i,-rln,cdon. ,.,. ,w,,n• b•fare form. Form Aonroved. 0MB No. 2070-00$0 

United State• § Registration OPP Identifier Number 

&EPA Environmental Protection Agency Amendment 286151 Wa&tungton, DC 20480 Other 

Application for Pesticide - Section I 
1 . Company/Product Number 2. EPA Product Mal\llger 3. PropoMd Classification 

4. Company/Product INeme) PMI □NOfle D Restricted 

5 . Name and Address of Applicant llnclt.Jd• ZIP Cod•J 6. Expedited Review. In accordance with FIFRA Section 3(c}(3) 
lb)(i), my product Is $imilar or identical In composition and labeling 
to: 

EPA Reg. No. 

□ Chf/Ck ;f this Is• -new addrBS:$ 
I 

Product Name 

'\ Section - II I -

□ - ....... --· -w. -~ □ Final printed label• In response to 
Agency letter dated 

~ 
RHubmission in ruponN to Agency etter dated □ •Me Tcxi' Application.. 

Notlf1eation • Explain below. □ Oth.t - Explain below. 

, 
Explanation: Use addltional page(a) lf neceasery. (For saction I nd S111ction II.) / 

/ 
\ Section - Ill 

1. Material Thi• Product Will a. Packaged In: .I \ 
Child-Resistant Packaging Unit Packaging / irit-~"' 2. Two of Container av-· By" §~~ Plastic No No Glass 

Certification mlJs:t 
If "Yes• No. P« If "Yes" ~ No. per Paper 
Unit Packaging wgt. container Package wgt containef Other (Specify) 

submitted 
/ 

3. Location of Net Content■ Information 4. Size{s) Retail Container " S. Location of ubel Direction• 

D 0 Container \ a Onlebel 
Label On ubellng acoompanying produot 

6. Mann11r in Which Label la Affix~~ Produot 
~ 

□ - Uthogr~h ~•r - Paper f@luod 
Stenoi&d 

/ Section - IV ' 

1 . Contact Point (Comp/111/,"tems dktJCtly bf1iow for ld11ntlfication of individual to be contact41d, ;f n11c.ss1try, to procll$$ this epplication.J 

Name l Titlo 

"\ 
Telephone No. (locluda Area Code) 

Certification 6. Data AP9lic11tlon 

I cenlfy that the 11tetaments I have mltde on this form and all attachments thereto are true, accurate and complete. Received 

I acknowledge that any knowingly fal5e or misle«Sing statement may be punishable by fine or imprisontMnt or {Stamped) 
both under appllc.ble btw. 

2. Signature 3. Titlo 

4. Typed Nam• S. Date . 

EPA Form 8570-1 {Rn. 8-941 Previou. edition• ere ob5olet11. Whit• • EPA Fu. C°"y lorlglnall Y•low - AppOeant Copy 
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PAPERWORK REDUCTION ACT NOTICE end INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTICE: Public reporting bunion for this colloetion of information Is estimated to average 0,85 hour per 
rMpOMe. including time for reviewing instruct½Qs rur-:hing exi11ting data sources, gathering and maintaining the data neoded, and completing: and 
reviewing the collection of informatlon. Send·corrwtent• re~rding the burden estimate or any other aspect of this collection of inro~tion, including 
suggutions for r.oucing thifl burden, to Chief, Information Policy &aneh, (2136), U.S. EnviroNTiantal Protectlon Agency, 401 M Street, SW, 
WashingtOfl, DC 20460. 

INSTRUCTIQNS: Thia form is to be u1od for ell applications for new registration, end use reregistration, amendment, resubmis~on, to applications 
for notific11lione, fina printod labofing, reregistration, etc. In order to process an epp14ce1ion for II new registration submitted on this form, the 
following mete-rial must ecoompany the 8')pl~ation: 

1. Catiiftoirtion with Rffp&et to Citation of Data (EPA Form 8670-29). [If not exempt.a by 40 CFR 152.81 Cb) (4)); 
2. Confidential St.aternant of Formule (EPA Form 8570-41; 
a. Formulator', Exemption $t11temont (EPA Form 8570-27); 
4. F,ve c:opi•s of dreft t.befinQ; 
5. Three ~• of any data aubmltted; 
8. Authoritation latter where eppl1ca)l11; 
7. Matrices where 8')pllc11blo, 

SUbmiKlon of Labeling - Labeling should fir11t be submitted in the form of draft labels with 11U applicatJ.ons for now reoJstration. Such draft label• may be 
ln the form of typod label text on 8.5 x 11 inch p11p1tr tor 11ubmission or o rnockup of tho propoeed label. If pr•~red for rnocllup, it ahould be 
constructi,d in II way as to f11cUitate storage in en B.5 x 11 inch file. Mockup l$els signific.ntly smaller than 8.5 x 11 inches should bo mounted on 8.5 
x 11 inch paper for aubmisslon. 
Submiaslon of Deta • Deta submitted in support of thi11 tippUcation must be submitted in accordance with PR Notice 86-5. 

SPECIFIC INSTRUCTIONS: Plosse reed the instructions lii.ted below before completing this application. Firet determine the type of r11gi1tration 
ection, listed in Block A, for which you 1110 submitting this application. For applications submlnod in connection with New Registr8'1on actions, Sections 
I, Ill, and IV mu$t be completod by tho applicant. For applications submitted In connection with amended reregistration 11ction11, resubmislrions, 
notifications, roregistrations, etc., Sectlon111, II, and IV must be completed by the applicent. 
Block A - Chec:k the oppropriato action for which you ere submitting this form. 

SECTION I - Thi• section must bo completod, as applicable, for ell registration actions. 

1. Company/Product Number - Insert your Company Number, if one hos b&on euigned by EPA. Thia number may have been asaignod to you H a 
basic registrant, • distributor, or 11s an establishment_ 1f your product is regi11tered, insert tho Product Number. 

2. EPA Product Man11"11r - If known, fill in the name end PM number of tho EPA Product Manager. 
3. Proposed Cloaaiflcation • Specify the proposed classificauon of this product. 
4. Product Name - Enter the comphne product name of this pesticide as it will appear on the label. Tho name muat be apwfic to this product only. 

Ouplicetion of names is not permitted among products of tho umo company. Do not inctu~a any brand name or company line designations. 
5. Name and Addren of Applloant • Tho name of tho firm or person and address shown in your application is the person or firm to whom the 

regi11tration wiU be inuad. If you a,o acting in behalf of another party, you must submit euthorization hom that pany to act for them in registration 
matters. An applicant riot residing in the Unitod States must h1111e an authorized agent rei.iding in the United States to 11ct for them in all 
regilitratiori matters. The name and complete maiUng address of such an agent must accompany this application. 

6. Expedited Review· FlFRA section 3 (cl 3 (B) providsr for expedited r11¥iew of applications for rogistrotion, or amendments to existing registratioris, 
that are similar or identicel to other peeticide products that artt currently rttgisterod with the EPA. lo order for your application to be eligible for 
ex.,.&ted review, you must prow:le u• with the EPA Registration Number end product name of the product you befieve is 11:imilar to or klentlcef to 
your product. The product must be similar or id,ntic.al in both formulation and labeled use11. 

SECTION U - Thi• aeotion must be o.omp1ated for aP application, submitted to amend the regletration o,..Jy of a currendy reglatared product 
(Amendment}, for a resubmi1u1ion In re-aponsa to en Agency loner, for notifications to the Agency, for the ,ubmis..ion of final printed labeling, for 
roregistration and for any other action that pertains to II specific EPA-registered product. Thie section is !2!2! to 2! used for II new 11pplic11tlon for 
reglstratJ.on. 

1. Subi-et of, submission • Check tha applicoble block end provide the Agency lotter date if 11ppropri11te. Provma II bnef explanation of tho purposolsl 
for the wbmlssioo, such as •the addition of II site, past or crop (specify)"; •amend the Confidential Statement of Formula by ••• •; •reregistration 
submiSlioo•; •general label revision of use directions .• Att&e.h a separate page if additional apace is needed. 

SECTION lll lPackaging and Container Information)• This Section must be compteted tor aU applications submitted in connection wlth new 
registration or appliseble amendments. 
l. Type of Packeging · Check ths appropriate block if your product will be packaged in the indicated packeilng types. 

Indicate the size of the Individual pockets and number per retan container. 
2. Type of Ratall Container • Indicate type of contoinef in which product will be marketed. 
3. Location o1 N. t Con1enu - lndlca\e tho location of the net contents information for your product. 
4, Sli•l•J of Retail Contel.n•r - S,acify the net contents of all rot.I container, for your product. 
S. Localion of U■e Directlone • Indicate the location of the use directions for your product. 
6. Menner in which '8be1 i■ ■fflad to product• Indicated the method product lab11l is ertached to retail container. 

SECTION IV (Contact Point) - This Section must bo completed for all 11pplication1 for Registration actions, i.e., now products registration, 
,e...,bmis■ion, •,,,._too," reregietration, etc. 

1-5. Solf◄xpl~matory. 

6. EPA Uae Only. 
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form A. 

&EPA 
United-Stlltam 

Enviro,nme.ntal ProtecUon Agency 
WHhington, DC .2.0460 § R.eg.J:s. :tration 

Amendment -.l 
0th.er 

- -

A1 , li1cation for Pesticide - Section! 

-■ 

■ 

□ Amimdmem -- E:Kp1aln below., \\ 

PM# 

3. Propos.ed Cl~aa(fi,c-,e1tioir1 

□ N:OM □ RHUiGled 

,s. Exped'it&d Review, la accordance with FIFRA Section 3 !cH3 t 
llbUH, my pmdlJCt is simlilair or i;d'entical in comµ,o.sition and 18ibtlinu 
to~ 
EPA Reg. No. - - ---+---------~---:---,--

,I 

Ptoduet Name / 
S·ection - H 

. \ 
Res-ubmi~sion in rMponae to A •Ql'!l!'!Cy ette.r dated ______ _ 

1. M111erial This ProdlllOt WIH S. Packaged In.: 

Unit Pacll:aging 

: OvH 
□ No 

If ~vu~ 

/ 
(Foir ~e~titin I and See~it10 II .I/, 

/ 
/ 

/ 
ri- ✓.: : 
Y-/-,,1-

-

- • ■-

2._,wei of 1C:ont11iner 

Pliunic 
Gll:1.ss 
P.aper 

Unit Pae'lcagif\Q w~. 
/ 

.No. per 
contain,o, 

§
Metal 

Other jS,poci,W ______ _ 

3. l,.oca1lon af Nm Cont1nt, lnhurm,tion 4. Siietsj Retail C0nt11iner 

D Ulbt1 D Container 

S·ecdon ~ IV 

Title ---
Certiffoation 

I certify that th.e stlltemfllilts I have made ,on this farm and all tttuu::hri'lui1MS thereto lil,r~ true, ~r:;;r:;;urate 11111d comJil11~. 
I aokno·w:ledg;, tlfflt any know:ingly faflS-§1 c,r mi$lee.di ng· stster:m;mt mey be 1p1:1nistu1ble by •fl ,na ar jrnpJis0sl'lm&n.t or 
bod! u·nder app1ieible l11w. 

2. Sigrumne 
I ■ 

4. Typed, Name 5.D~,' 

- • 

6 . !Date A,:ipli1;::!!don 
Roe,iwd 

(Starnpedt 
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I. 

PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTJCE: Public reporting burden for this collection of information is estimated to a°Yoreue 0.86 hour per 
r.spoose, including time for reviewing instructions searching existing data s.ourcefi, gatheling and maintainino tho data needed, alld completing end 
reviewing the collection of information. Send co~nts rogardlng the burden estimate or any other espect of this collection of information, including 
Mlggestiorw for reducing this burden, to Chief, Information Policy Branch, {2136), U.S . Environmental Protection Agency, 401 M Street. SW, 
Weshington, OC 20460. 

INSTRUCTIONS; Thlt form i.s to be used for all applications for new registration, end use reregistration, emendment, resubmialion, to epplications 
tor notification,, finel printed labeling, reregistration, etc. In order to process an application for a now registration eubmitted on this form, the 
following materiel moat accompany the epplication: 

l. CeT1ifioetion with Reapect to Citation of Data (EPA Form 8570-29). llf net e)(emptec:I by 40 CFR 152.81 (b) 1411; 
2. Confidential Statement of Formula (EPA Form 8570-4}; 
3. Fonnul11tor•• Exemption Statement (EPA Ferm 8S70-27); 
4. Five c:opios of draft labeling; 
5. Thf'N copiea of any d•te 1Ubmitted; • 
6. Authorize&n letter where epplicable; 
7. Matric:es wh11r11 applicable. 

Submission of ubeling • Labeling should first ~ submitted in the forrn cf draft labels with a~ epplicaticm for naw r11glstration. Such draft label& may be 
in the form of typed label te,ct on 8.5 x 11 inch paper for wubmission er e moo.kup C>f the prcpo11ed label. If prepated fOf mockup, It should be 
constructed in a way u to fecil1tate &toraoe in an 8.5 x 11 inch file. Moekup labeli. significently smaller than 8.5 x 1 l inches should be mounted on 8.5 
x 1 1 inch paper for submiuicn. 
Submistioo of Data· Date submitted in support of thts application must be submitted in accordance wlth PR Notice 86--5. 

SPECIFIC INSTRUCTIONS: Plea.so read the in&tructions ~sted below before completing thic 11pplic11tlon. First determine the type of registration 
action, listed in Bloek A, for w~leh you are submitting this epplicetiof'I. For appric-atlons subtnlnir,d in connection with New Registration actions, Sectionlil 
I, Ill, and IV must be completed by the applicant. For applicatir)Os submitted in connectlon with amended reregistration actions, rnubmisslons, 
notifications, reregistrations, etc., Section, I, II, end IV mu!Jt be completed by the applicant. 
8lodt A· Check the appropriate action for which yov are submltting this fonn. 

' SECTION I -This 1111ction must be completed, as applicable, for ell reglattation actions. 

1. Company/Product Number • Insert yot1r Company Number, if one has been assigned by EPA. This number may have been assigned to you es a 
besh: registrant, 11 distributor, or as en establishment. If your product is registered, ins.ert the Product Number. 

2. EPA Product anagu · If known, fill in the name end PM number cf the EPA Product Manager. 
3 . PropOMd Clucificetion • Specify the proposed clas:S1ficaticn of thls product. 
4. Product Nem1 - Enter the complete product name of this peslioide es it will appear on the label. The name mu11t be •peoifio to thla product only. 

Duplicalion of nemH js not permitted emcng products cf the some company. Do not include any brand nano or company line deaignations. 
6. Name and Addlreaa of Applicant - The name of the firm er person end address 1hown In your epplication is the per11on or firm to whom the 

registration will be iuued. If you ere acting ln behalf cf another party, you must submit authorization from that party to act for them in registration 
mattere. An applicant not residing in the United Statn must have en authorized agent ro14ding in tho United State• to act for them in en 
registration matters. The nsme end complete malling ~dr&ss of such 11n agent must accompany this application. 

6. Expedited Review• FIFRA section 3 le) 3 1B) provides fer 8)(p~it$d review of applications for registration, or em11ndmenN to existing registrations 
that are IJimilar or identical to o1hor JM19ticide products that ere ounentfy registered with the EPA. In order for your application to be e(igible for 
expedited review, you mun provide us with the EPA Registration Number and product name cf tho product you believe l:s eimiler to or ;,denticel to 
your product. Tho product rnust be llimilar or identical In both formul11tlon and labotod uns. 

SECTION 11 · Thls HCUon must be completed for all 41Pplicelions submitted to amond tho rogi•tretion only of• currently registered prodvct 
!Amendment), for • reaubmiHlon In '"POOH to 11n Agency letter, tor notifications to the Agencv, for the aubminion of final printed labeling, for 
rereglcttetfon end for any othor .ection that pertains to a speclflo EPA-registered product. Thi11 1111ction is !lQ! !!l .lit.! used for• new appllcetion for 
registration. 

1. Sub}ect o(aubmi..,.lon - Check the applicable block end provide the Agency letter date if eppropri.ete . Provid1t a brief oxpl11n11tion of tho purpose(s) 
for the submi"ion, such es •the addition of II site, pest or crop (specify)"; "amend the Confidential St.etement of Formula bv ... ·; "rer1tgistration 
11ubmission•; "'general label revision of use dir&Ctions. • Attach a 1ep41rete page if additional space is needed. 

SECTION Ill (Packaging and Container Information)· This Section must be completed for 1111 epplic11tions submitted in connection with new 
raglstration or ,ipplleeble amoodments. 
1. Type of Packaging - Check the approprieto block if your product will be packaged in the indicated packaging typee. 

Indicate the sl:te of the individue1 packets and number per retail container. 
2.. Type of Retail Cootai.ner • Indicate type of container in whi<:h product will be marketed. 
3. location at Net Contenta • Indicate tho location of tho net contents informetlon for your product. 
-4. Siz•I•) at Retal Co11t.ainer - Specify the net contents of all retail conteiners for your product. 
5. Location of UM Oiractione - Indicate the location of the use directions for your product. 
6. Menner In which lab.l i9 11fflxed to product· Indicated tho method product label is attached to reteil eontainer. 

SECTION IV (Con~t Point) • Thie S•ction must be comp~eted for 1!111 application• for Regi.-tration e<:tions, i.e., new prodvcts registration, 
re~bmiasion, •m,e-too, • reregietration, etc. 

1-5. Self-explanatory. 
6. EP!. u .. Only. • 

,. 
.. 

11 
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IEmamectin Benzoate Techniced 

lh!i s product may be used only fo:11 formulation into an i nsectij c:tde for the use,s listed 
bel:ow (t.ext i11 parenthesis refers to the genera.I use pattern as referenced in 40ClfR158): 

1. Agrioultural crops {"f,errestrial Food Crop) 

Head Lettu' and ~llery; head and stem Brassica Vegetable([~rncco'H, Brussels 
sprouts, Cabbage, Cauliflower, Cavollo broccoloYChinese brocco,li, Chinese (napa) 
cabbage, Chinese mustard cabbag,e, Kohlrabi]. 

2. Uses for whiic!n the U.S. EPA has accepted the required data andllor citations of data 
that the formu'I ator has submitted in support of registrntno n e:X!cl udling any use strictly 
prohibited by this label. 

3. Uses for experimental purposes that are in ,compliance with U.S. EPA requirements. 

Active lngredie:nt 
Emamectin Benzoate (GAS No,. 1, 55569~91-Sl----~~-9 __ 7 __ ,o __ -o/c"'"""- o 
other Ingredients: :lo% 
Total: 100.0% 

KEEP OUT OF REACH OF Cl'ULDREN 

SKULL & CROSSBQNES] DANGERJPEUGRO 
POISON 
[red ·type} 

[SKULL & CROSSBONES] 

Si usted no entiende la etiqueta 1 busque· a alguien para que se la expli1que a 
usted ern detalle. (If you do not understand the label find someone to explain it to 
you in detail,) 

See add,!tional precautionary statements on 11abel. 

EPA Reg .. No. 100-90Q 
EPA Est 41448-SW-1 

Product of Switzerland 

~ CP 902A-L 1 (Draft-A) . 

Lotti ---~---
Net Weight---~ 
Physical ____ kg 
Assay kg 
Drum No_ .~-.... ·•-•·~-·-·• 

••·••·· . .. .. , 
i!!i • 

.. 111i· • ■ , .. 
i! • 

·•• 
..... i illt 

• • .... ,, 

• Iii 
■ ..... , • 
• 
..... ,,, . 

,ii, • • 

••• 
• 

•••• jl • 

"' .. 11!111 

• I! 
•••••• 4ii 

•· 
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FIRST AID 
' 
\ 

If in eyes • Hold eye open and rinse slowly and gently with water for 15-20 
minutes. 

• Remove contact lenses, if present, after the first 5 minutes, then 
continue rinsing eye. 

• Call a poison control center or doctor for treatment advice . 
If on skin or • Take off contaminated clothing . \ clothing • Rinse skin immediately with plenty of water for 15-20 minutes 

• Call a poison control center or doctor for treatment advice . 
If inhaled • Move person to fresh air . 

• If person is not breathing, call 911 or an ambulance, and then 
give artificial respiration, preferably mouth-to-mouth, if possible. 

• Call a poison control center or doctor for treatment advice . 

• If swallowed • Call a poison control center or doctor immediately for treatment 
advice. ' 

I 
• Have person sip glass of water if able to swallow . 

• Do not induce vomiting unless told to do so by a poison control 
center or doctor. I 

• Do not give anything by mouth to an unconscious person . 
NOTE TO PHYSICIAN 

Recommendations for Medical Treatment for Emamectin Benzoate Acute Toxicity: 
Early signs of intoxication include mydriasis (dilated pupils), ataxia (unsteadiness), and 
muscle tremors. T o.xicity foil owing accidental ingestion of the concentrate can be 
minimized by inducing vomiting within½ hour of exposure. If toxicity from exposure has 
progressed to cause severe vomiting, the extent of resultant fluid and electrolyte 
imbalance should be gauged. Appropriate supportive parenteral fluid replacement 
therapy should be given, along with other required supportive measures (such as 
maintenance of blood pressure levels) as indicated by clinical signs, symptoms, and 

• measurements . In severe cases, observations should continue for at least several days 
until clinical condition is stable and normal. Since emamectin benzoate is believed to 
enhance GABA activity in animals, it is probably wise to avoid drugs that enhance GABA 
activity (barbiturates, benzodiazepines, valproic acid) in patients with potentially toxic 
emamectin benzoate exposure. 

Have the product container or label with you when calling a poison control center or 
doctor or Qoing for treatment. 

HOT LINE NUMBER 
For 24 Hour Medical Emergency Assistance (Human or Animal) or 

Chemical Emergency Assistance (Spill, Leak, Fire, or Accident), 
Call 

1-800~888-8372 
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PRECAUTIONARY STATEMENTS 

Haiz:arrds to Humans and Domestic Anlmals 

Corrosive. Causes iirreversi;b'le eye damag,e. Do not get in eyes or on clothiing. Wear 
protective eyewear (goggles, face shield, or safety glasses) May be fatal if swallowed. 
Wash thoroughly with soap and water after handling and before eating, dirinking, or using 
tobacco. Remove and wash c-ontamina.ted clothing before r-euse. 

'Environm&ntal1 Hazards 

Thiis pesticide is toxic to fish, birds, mammals, and aquatJc invertebrates. Do not 
discharge effluent containing this active ingrndi·ent 1into llal<es, streams, ponds, estuaries, 
oceans, or m.hiar public waters, unless in accordance with the requirements of a National 
P,ollutant Discharge Elimination1 System (NPDES) permit, and the permltting authority 
has been n otmed in writing pni or to discharge. Do, not discharge effluent contain iing this 
product into sewer systems wi~ho ut previ.ous'!y notiifylng the I oca I sewage treatment plant 
.authority. For guidance, contact yo1ur State Water Board or Regional Office of the· EPA. 
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CONDITIONS OF SALE AND LIMITATION OF WARRANTY ANO LIABILITY 

NOTICE: Read the entire Directions for Use and Conditions of Sale and Limitation of 
Warranty and Liability before buying or using this product. If the terms are not 
acceptable, return the product at once, unopened, and the purchase price will be 
refunded. 

The Directions for Use of this product should be followed carefully. It is impossible to 
eliminate all risks inherently associated with the use of this product. Crop injury, 
ineffectiveness or other unintended consequences may result because of such factors 
as manner of use or application, weather or crop conditions, presence of other materials 
or other influencing factors in the use of the product, which are beyond the control of 
SYNGENTA CROP PROTECTION, Inc. or Seller. All such risks shall be assumed by 
Buyer and User, and Buyer and User agree to hold SYNGENTA and Seller harmless for 
any claims relating to such factors . 

SYNGENTA warrants that this product conforms to the chemical description on the label 
and is reasonably fit for the purposes stated in the Directions for Use, subject to the 
inherent risks referred to above, when used in accordance with directions under normal 
use conditions. This warranty does not extend to the use of the product contrary to label 
instructions, or under abnormal conditions or under conditions not reasonably 
foreseeable to or beyond the control of Seller or SYNGENTA, and Buyer and User 
assume the risk of any such use. SYNGENTA MAKES NO WARRANTIES OF 
MERCHANTABILITY OR OF FITNESS FOR A PARTICULAR PURPOSE NOR ANY 
OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT AS STATED ABOVE. 

In no event shall SYNGENTA or Seller be liable for any incidental, consequential or 
special damages resulting from the use or handling of this product. THE EXCLUSIVE 
REMEDY OF THE USER OR BUYER, AND THE EXCLUSIVE LIABILITY OF 
SYNGENTA AND SELLER FOR ANY AND ALL CLAIMS, LOSSES, INJURIES OR 
DAMAGES (INCLUDING CLAIMS BASED ON BREACH OF WARRANTY, 
CONTRACT, NEGLIGENCE, TORT, STRICT LlABILITY OR OTHERWISE) 
RESULTING FROM THE USE OR HANDLING OF THIS PRODUCT, SHALL BE THE 
RETURN OF THE PURCHASE PRICE OF THE PRODUCT OR, AT THE ELECTION 
OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer this product, and Buyer and User accept it, subject to the 
foregoing Conditions of Sale and limitations of Warranty and of Liability, which may not 
be modified except by written agreement signed by a duly authorized representative of 
SYNGENTA. 
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DIRECTIONS FOR USE 

It is a violation of Federal law to use this product in a manner inconsistent with its 
labeling. 

This product may be used onl 
registered and labeled for us o 
lettuce. 

STORAGE AND DISPOSAL 

\.t,t ( ,-<L ...,p VI' f- tv-- . \ 
manufacture/formulate ot er insecticide products 
head and stem Brassica vegetables, celery, and head 

Do not store near food or feed. Do not contaminate water, food, or feed by storage or 
disposal. 

Store in a tightly closed original container in a cool , dry place . 

Pesticide Disposal 

Pesticide wastes are acutely hazardous. Improper disposal of excess pesticide, or 
rinsate is a violation of Federal law. If these wastes cannot be disposed of by use 
according to label instructions, contact your State Pesticide or Environmental Control 
Agency, or the Hazardous Waste representative at the nearest EPA Regional Office for 
guidance. ~t-ee-usoo-Gr--Gbemically-ref;)fGGeSSed--must.-be disposed of 
aGGOFd+ng to fedeml, state, or leeal procedures umJe, the Resot:lfee-Conservatiorrarn 

GOVePj-Ae . 

Container Disposal 

Bulk 
Thoroughly clean container before reuse. Consult federal , state, or local disposal 
authorities for approved alternative procedures . 

250 Gal Mini Bulk 
This is a refillable container that must be returned to an authorized Syngenta refilling 
facility for refilling or disposal. 

Other Containers 
Triple rinse (or equivalent) . Then offer for recycling or reconditioning , or puncture and 
dispose of in a sanitary landfill, or by other procedures approved by state and local 
authorities. 

Note: For minor spills, leaks, etc. follow all precautions indicated on this label and clean 
up immediately. Take special care to avoid contamination of equipment and facilities 
during cleanup procedures and disposal of wastes. 
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©2001 Syngenta 

For non-emergency (e.g. current product information) 
call Syngenta Crop Protection, Inc. at 1-800-334-9481 

Syngenta Crop Protection, Inc. 
Greensboro, North Carolina 27409 
www.syngenta-us.com 

SCP 902A-L 1 (Draft-A) 

Z:LABELE-W/EMATECH902A-L 1(DRAFT-A)- ccg -11/5/01 
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August 30, 2001 -draft 
revised label to EPA, 
revised first aid statements 
according to PR Notice 
2001-1, revised ingredient 
statement according to new 
CSF and prod. chem, 
revised and added storage 
and disposal statements, 
specified on front panel end
use product uses supported 
for this active ingredient. 
Corrected label by adding 
Spanish signal word and 
warning statement, deleted 
chemical name of active -
common name and GAS no_ 
are sufficient, changed all 
references to Novartis to 
Syngenta and replaced 
Warranty statement with 
new Syngenta Warranty 
Statement, changed country 
of origin to Switzerland, 
revised ingredient statement 
per PR Notices 97-5 & 97-6 
Nov. 5, 2001 - draft -
revised current uses 

Z:LABELE-W/EMATECH902A-l 1 (DRAFT-A) - ccg -11/5/01 
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Emamectin Benzoate Technical 

This product may e used only for formulatlon into an insecticide for the uses 
listed below (text in parenthesis refers to the general use pattern as referenced in 

40CFR 158): -~ ..,~~-

1. Agricultural crops (Terr~strial Fc;,~::!,Frop) ~ 
j.-1 l-<t-'\ i'.:,lf>.C IJI ~ 1r1, 1S 1'lf>"f 

Fruiting vegetables [tomato, eggplant, pepper (inc,udes bell pepper, chili 
pepper, ,cooking pepper, pimento, sweet pepper}, groundcherry.,, pepino, 
tomafillo]; lea~y:~~9]es [C~~ry:,. t ettuoe (head ~nd l~af), Amaranth , 
Arugala, Cardoon~; 'CKmeU~ leryf Celtuce, Chervil, Ed1ble- leavedi 
chrysanthemum, Garland ·chrysanthemum, Corn salad , Garden cress, 
Up'l:and cress, Dandelion, Dock, Endive, Fennel, Oracht Parsley, Garden 
purslane, Winter purslane, Radicchio, Rhubarb 1 Sp1nacln, New Zealand 
Spinach 1 Vi~e Spinach and Swiss. chard]; head and stem Brass~ca 
Vegetables [~roccoli, Bru~sels_sprnuts, Cabbage, Caulifl?wer1 Cavolo . ;1 1'-~, 
broccolo, Chinese broccoli, Chinese (napa) cabbage, Chinese mustard ~ 
cabbage, Koh'lr.ab1]; and Leafy Brassi,ca Vegetables [Broccoli, Chinese 
(bok, choy) cabbage, Collards, Kale, Mizuna, Mustard g.reens, Mustar . J 
spinach, Rape greens]. \ ). ½',...., t,~b _ 

2. Agriculturalcrops(Terr<jSl:rial Non-Food) ~J:: i\ ~~~ 
. . ]~ '~ // ([rfjl 1 

Cott-on and Tobacco. r 

3. Uses foli which the US EPA has accepted the required data and/or 
citations of data that the formulator has submitted in support ,of registration 
excluding any use strictly prohibited by this lalbeL 

4. Uses for experimental purposes that are in compliance with US EPA 
requirements. 

Act1ve Ingredient: 
EmamecUn Benzaate (CAS No. 155569-:91-8) ~ ~----- 9=7,._,_.o=-· 0=¼ 
Other Ingredients: 3.0% • • •••••• • Total: 100.0% 

IKEEP OUT OF 'REACH OF -CHILDREN 

SKULL & CROSSBONES] DANGER/PELIG,RO 
POISON 

[red type} 

• • •••••• ... 
••·•• .. .. . . - •· •· • • •••• • • ··••t• •••·•• [SKULL ,& CR.QSS,BOt,,.E~] . . ., 
•·••·· •·• . • • • • • • • 11 

•••• • • •••• 
• • .. ·•• .. • 
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Si usted rio entiende la etiqueta, busque a alguien para que se la explique a 
usted en detalle. (If you do not understand the label find someone to explain it to 
you in detail.) 

See additional precautionary statements on fabel. 

EPA Reg. No. 100-902 
EPA Est. 41448-SW-1 

Product of Switzerland 

Lot# _____ _ 
Net Weight: ___ _ 
Physical ____ kg 
Assay kg 
Drum No. ----
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FIRST AID 

If in eyes • Hold eye open and rinse slowly and gently with water for 15-20 
minutes. 

• Remove contact lenses, if present, after the first 5 minutes, then 
continue rinsing eye. 

• Call a poison control center or doctor for treatment advice . 
If on skin or • Take off contaminated clothing . 
clothing • Rinse skin immediately with plenty of water for 15-20 minutes 

• Call a poison control center or doctor for treatment advice . 
If inhaled • Move person to fresh air . 

• If person is not breathing, call 911 or an ambulance, and then 
give artificial respiration, preferably mouth-to-mouth, if possible. 

• Call a poison control center or doctor for treatment advice . 

• If swallowed • Call a poison control center or doctor immediately for treatment 
advice. 

• Have person sip glass of water if able to swallow . 

• Do not induce vomiting unless told to do so by a poison control 
center or doctor. 

• Do not give anything by mouth to an unconscious person . 
NOTE TO PHYSICIAN 

Recommendations for Medical Treatment for Emamectfn Benzoate Acute Toxicity: 
Early signs of intoxication include mydriasis (dilated pupils), ataxia (unsteadiness), and 
muscle tremors. Toxicity following accidental ingestion of the concentrate can be 
minimized by inducing vomiting within½ hour of exposure. If toxicity from exposure has 
progressed to cause severe vomiting, the extent of resultant fluid and electrolyte 
imbalance should be gauged. Appropriate supportive parenteral fluid replacement 
therapy should be given, along with other required supportive measures (such as 
maintenance of blood pressure levels) as indicated by clinical signs, symptoms, and 

• measurements . In severe cases, observations should continue for at least several days 
until clinical condition is stable and normal. Since emamectin benzoate is believed to 
enhance GABA activity in animals, it is probably wise to avoid drugs that enhance GABA 
activity (barbiturates, benzodiazepines, valproic acid) in patients with potentially toxic 
emamectin benzoate exposure. 

Have the product container or label with you when calling a poison control center or 
doctor or going for treatment. 

HOT LINE NUMBER 
For 24 Hour Medical Emergency Assistance (Human or Animal) or 

Chemical Emergency Assistance (Spill, Leak, Fire, or Accident), 
Call 

1-800-888-8372 
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PRECAUTIONARY STATEMENTS 

Hazards to Humans and Domestfc Animals 

Corrosive. Causes irreversible eye damage. Do not get in eyes or on clothing. Wear 
protective eyewear (goggles, face shield, or safety glasses) May be fatal if swallowed. 
Wash thoroughly with soap and water after handling and before eating, drinking, or using 
tobacco. Remove and wash contaminated clothing before reuse. 

Environmental Hazards 

This pesticide is toxic to fish, birds, mammals, and aquatic invertebrates. Do not 
discharge effluent containing this active ingredient into lakes, streams, ponds, estuaries, 
oceans, or other public waters, unless in accordance with the requirements of a National 
Pollutant Discharge Elimination System (NPDES) permit, and the permitting authority 
has been notified in writing prior to discharge. Do not discharge effluent containing this 
product into sewer systems without previously notifying the local sewage treatment plant 
authority. For guidance, contact your State Water Board or Regional Office of the EPA. 
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CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY 

NOTICE~ Read the entire Directions for Use and Conditions of Sale and Limitation of 
Warranty and Liability before buying or using this product. If the terms are not 
acceptable, return the product at once, unopened. and the purchase price will be 
refunded. 

The Directions for Use of this product should be followed carefully. It is impossible to 
eliminate all risks inherently associated with the use of this product. Crop injury, 
ineffectiveness or other unintended consequences may result because of such factors 
as manner of use or application, weather or crop conditions, presence of other materials 
or other influencing factors in the use of the product, which are beyond the control of 
SYNGENTA CROP PROTECTION, Inc. or Seller. All such risks shall be assumed by 
Buyer and User, and Buyer and User agree to hold SYNGENTA and Seller harmless for 
any claims r,elating to such factors. 

SYNGENTA warrants that this product conforms to the chemical description on the label 
and is reasonably fit for the purposes stated in the Directions for Use, subject to the 
inherent risks referred to above, when used in accordance with directions under normal 
use conditions. This warranty does not extend to the use of the product contrary to label 
instructions, or under abnormal conditions or under conditions not reasonably 
foreseeable to or beyond the control of Seller or SYNGENTA, and Buyer and User 
assume the risk of any such use. SYNGENTA MAKES NO WARRANTIES OF 
MERCHANTABILITY OR OF FITNESS FOR A PARTICULAR PURPOSE NOR ANY 
OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT AS STATED ABOVE. 

In no event shall SYNGENTA or Seller be liable for any incidental, consequential or 
special damages resulting from the use or handling of this product. THE EXCLUSIVE 
REMEDY OF THE USER OR BUYER, AND THE EXCLUSIVE LIABILITY OF 
SYNGENTA ANO SELLER FOR ANY ANO ALL CLAIMS, LOSSES, INJURIES OR 
DAMAGES (INCLUDING CLAIMS BASED ON BREACH OF WARRANTY, 
CONTRACT, NEGLIGENCE, TORT, STRICT LIABILITY OR OTHERWISE) 
RESULTING FROM THE USE OR HANDLING OF THIS PRODUCT, SHALL BE THE 
RETURN OF THE PURCHASE PRICE OF THE PRODUCT OR, AT THE ELECTION 
OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer this product, and Buyer and User accept it, subject to the 
foregoing Conditions of Sale and Limitations of Warranty and of Liability, which may not 
be modified except by written agreement signed by a duly authorized representative of 
SYNGENTA 
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DIRECTIONS FOR USE 

It is a violation of Federal law to use this product in a manner inconsistent wtth its 
labeling. 

This product may be used only to manufacture/formulate other insecticide products 
registered and labeled for use on head and stem Brassica vegetables, celery, and head 
lettuce. 

STORAGE AND DISPOSAL 

Do not store near food or feed. Do not contaminate water, food, or feed by storage or 
disposal. 

Store in a tightly closed original container in a cool, dry place . 

Pesticide Disposal 

Pesticide wastes are acutely hazardous. Improper disposal of excess pesticide, or 
rinsate is a violation of Federal law. If these wastes cannot be disposed of by use 
according to label instructions, contact your State Pesticide or Environmental Control 
Agency, or the Hazardous Waste representative at the nearest EPA Regional Office for 
guidance. Pesticide that cannot be used or chemically reprocessed must be disposed of 
according to federal, state, or local procedures under the Resource Conservation and 
Recovery Act. 

Container Disposal 

Bulk 
Thoroughly clean container before reuse. Consult federal , state, or local disposal 
authorities for approved alternative procedures . 

250 Gal Mini Bulk 
This is a refillable container that must be returned to an authorized Syngenta refilling 
facility for refilling or disposal. 

Other Containers 
Triple rinse (or equivalent). Then offer for recycling or recondrtioning, or puncture and 
dispose of in a sanitary landfill, or by other procedures approved by state and local 
authorities. 

Note: For minor spills, leaks, etc. follow all precautions indicated on this label and clean 
up immediately. Take special care to avoid contamination of equipment and facilities 
during cleanup procedures and disposal of wastes. 
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©2001 Syngenta 

F,or non--eme:rgency (e.g. current pr,oduct infcrmatton) 
call Syngenta Crop Protection, Inc. at 1-800-334-'9481 

Syngenta Crop Proitedion, Inc. 
G,reensboro, North Carolina 27409 
www.syngenta-us.com 

SCP 902A-L 1(1Draft.-'8) 

Z:lABELE-W/rEMATECH902A-L1(DRAFT9 B) ~ ccg - 11/5/0,1 
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August. 30, 2001 -draft 
rev1sedl labe1I' to EPA, 
revised first aid statements 
acoordi ng to PR Notice 
2001-1, revised Ingredient 
statement according to new 
CSF and prod. chem, 
revised and added storage 
and disposa I statements, 
specified on ·front panel end
use product uses supported 
for this active ingredient. 
Corrected label by adding, 
Spanish signal word and 
warning statement, deleted 
chemical name of.active -
common name and CAS no. 
a r,e sufficient, changed all. 
references to Novartis to 
Syngenta and replaced 
Warranty statement with 
new Syngenta Warranty 
Statement, chang1ed ,country 
of origin ta Switzertand, 
revised ingredient statement 
per PR Notices 97-5 & 97-6 
November 5, 2001- Ora.ft 
revised current uses and 
add Eld uses pending 

Z:lAB11=LE-W/EMATECH902A-L1(DRAFT-B) • ccg -1 115/01 
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UNITED STATES E VIAONMENTAL PROTECTION AGENCY 

WASHING O D C. 20460 

John Hott 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27 419 

MAY 1 5 2002 

re: Emamectin benzoate, OPP pc code 122806 
Request to reduce REI from 48 to 12 hours 
request denied 

Dear Mr. Hott: 

Of'f ICE F 
P E VENTION PESTICIDES A D 

TOXIC SUBSTANCES 

Enclosed please find a copy of a 1 /16/02 review by Jack Arthur in response to your 
6/3/99 request to reduce the re-entry interval (REI) for emamectin benzoate from 48 to 
12 hours. EPA does not find that a reduction of the Worker Protection Standard 
required REI for emamectin benzoate from 48 hours to 12 hours is warranted or 
justified. 

Also, enclosed is a copy of a 5/10/99 review by Steven Weiss on the same subject (and 
reaching the same conclusion). This was probably sent to you earlier but I have 
included an extra copy here for your convenience. 

Sincerely, 

Thomas C. Harris 
Insecticide/ Rodenticide Branch 
Registration Division (7505C) 
Office of Pesticide Programs 
voice: (703) 308-9423 fax: (703) 305-6596 
email: harris. thomas@epa.gov 

enclosures 

lntemet Address (U AL) • ht1p:J1www.epa.gov 
Recycled/Recycl~bl• • Printed with V1!'9Btallle 01 Bastd In on Recycled P r (Mlntnum ltl Po consumer) 

•. 
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UNITED TATES ENVIRONME AL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

OFFICE OF 
PREY NTIO , PE ICIDES AND 

TOXIC SUBST A CES 

January 16, 2002 

MEMORANDUM 

UBJECT: 

FROM: 

TO: 

THRU: 

Response to ovartis' Reque t to Reduce Emamectin Benzoate Restricted ntry 
Interval from 48 Hours to 12 Hours (DP Barcode No. D265289· MRID 440079-

03) A~ /4£,, 
Jack Arth~~ental Scientist 
Registration Action Bnmch 3 
Health Effects Division (7509C) 

Tom Harris, Product Manager 
lnsecticide-Rodenticide Branch 

Registration Division (750}1; ~ {) 

tephenDapson, B S ~~~ 
Registration Action Branch 3 cJJ/~6'-00:;J. 
Health Effects Division (7509C) 

On June 3, 1999, OPP received from ovartis Crop Protection, Inc., a document entitled, 
"Emamectin Benzoate: PP o. 6F4628: Proclaim TM EPA Reg. o. 100-904, Rationale for a 12-
Hour Re-Entry Interval (REI)." A previous submission by Norvartis. which also proposed a 12-
hour REI for emamcctin. had been reviewed by HED (Memo from Steven Weiss to Arnold 
Layne/Linda Arrington, March I 0, 1999). Based on the ~arch 101

h review, HED concluded that 
a 48-hour RET is required for emamcctin products. Likewise, based on a review of the current 
Novartis' proposal, HED till does not beJie,•e that a reduction of the WPS-required REI for 
emamectin benzoate from 48 hours to 12 hours is warranted or justified. 
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In its .June 3, 1999 submission, Novartis presented its proposa] for est.ablish___ment of a I2-
hour REI in three major parts: 

• '
1!.}sing DFR data, primary !J-'e irritation tlatu and conservative assumptions, Novartis 
has calculated a 'Tier 1' assessment for ocular exposure and risk. Dle assessment 
demonstrates a large margin of sajet:y for Proclaim even at 0-hour.s after application. " 

• ''The use of Proclaim will overall increase worker safety when it replaces toxic 
insecticides, such as organophosphates, that result in much larger exposures and lower 
margins· of safety. " 

• "Low contact and .la~v exposure characterize re-entry activities that will occur in the field 
between 12 and 48-hours after application. 11 

Each section of the Novartis proposal is presented separatelyhelmv, followed by HED 
• comments. HED's overall conclusions are presented at the very end. 

• 

Novartis Proposal! 

Re-entry Dennal Exposure 

Norvartis uses the day 110" residue levels (0.00473 ugicm2
) found in a DFR study 

perforn.1ed with emamecdn on celery (MRID 440079-03). and a transfer coeffici,em for soouting 
and irrigation (1000 cm2/hr) to calculate a postapplication dose of 5.4E-4 mg/kg/day. It 
compares d11s exposure to the DAEL of22.l mg ailkg/day from a21-dayrnbbit dennal toxicity 
study (MRID 42743625) to show an MOE of nearly 41.000 for day~zero postapplication denna1 
risk. 

HED Comment: 

The celerv DFR sll.H.iv referenced bv Novartis was reviewed hv HED and the results used . .. ... ,; ~ 

in its occupational e, posure and risk assessment for the petition to use emamectin on caltQn, 
fruiting vegetables leafy vegetables and tobacco. HED corrected values in the study for fie]d 
recovery, so that the day "0" residue level 11se<l by Novartis (0.00473 ug/cm2), was corrected to 
0.00591 uglcm2

• The transfer coefficients used in HED's assessment are from an interim transfer 
coefficient policy developed by HED's Sci,ence Advisory Council for Exposure using proprietary 
data from the Agriculmral Re-entry Task Force (ARTF) database (po]icy # 3 .. 1 ). Transfer 
coefficients for scouting and irrjgatfon for app]ic.aible crops range as h.igJ1 as 1500 cm2/hr. For 
other activities suclt as hand-weeding and ithinning the trans.fer coefficients range up to 2500 
cm2/hr. HED's Hazard Identification Assessment Review Committee (HIARC) selected a 
neurotoxicity endpoint from a 1.5-day oral mouse study (NOAEL == 0.075 mg/kg/day) as the most 
appropriate for emamecti.n. Using th1s endpoint. as well as results from the celery DFR study and 
ARTF transfer coeffidents.t HED calculated MOEs for scouting and irriga.tion on day "O'' that 
ranged as )ow as 4100 and for thinning. as io,v as 2500. These postapplication dermal risks are 
aH above HJOj and~ therefore, are not of concern to HED. 
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While Novartisr conclusions r,egarding th.e risk for day "0'' pos,tap[P•]ication dermal 
exposures are simi]ar to those of HED (i.e .• MO Es are different, but aJl are above 100, and 
therefore not of concern), dermal risk is determined by a systernic toxicity endpoint where a 
dose-response has been. established for a carefuUy .selected toxicity endpoint. The d.em:ia] risk 
determined in such a way is not relevant to concern for the acute eye initation potential of 
emamectin. 

Novartis Proposal: 

Ocular Effects Benchmark 

Norvartis points to acute eye irritation test results to conclude that the '"severity of the 
irritation reaction in rabbit eye is clearly related to the amoun:t of the test material .administe:red.11 

They report the results of(::MRID 42743615), where the administration oftecl:mica] product to 
rabbit ey,es (28 mg of emamectin) caused severe eye jrritation and irrev,ersible ,changes after 21 
days of observation (Toxicity Category I). Novartis also points to a primary acute eye irritation 
study ,(MRID 43824005), where a formulated granu\ar end-use product (5 mg of emamectin) 
resulted in slight eye irritation. which was complete]y reversible within seven days (Toxicity 
Category III). Novartis uses this latter test result as an ocular effects benchmark t:or a 12-hour 
REl 

HED Comment: 

The relevance of acute eye irritation caused by an end-u~e product versus that caused by 
the active ingredient alone, is always questionable. When a formulaled product is used in an 
acute eye irritation study. it is not possible to kno,v the exact contribution. the carrier makes to the 
effects seen. It is reasonable to assume that a carrier such as hexano] would contribute to eye 
irritation, in synergy with, or independent from, the active ingredient.. Whereas, it is possible that 
a granular fornrn lation might actually mitig8!tc the irritation that would otbenvise b~ caused by an 
active ingredient alone. For these reasons, HED does not believe it is appropriate to use the 
r-esuhs of an acute •eye irritation study wilh a formulated product to deduce the irritation effect of 
the active ingredient alone. This is why the Agency uses the res:u]ts from acute eye jrritalion tests 
with die technical active ingredient as an index of haizmd from postapphca:tion exposure, ,vhere 
,exposure to tile activ,e ingredient alone is most Hkely. This also is why the Agency uses the 
:results from acute ey,e irritation tests with the fon:nulated product as an index of hazard from 
hand]er exposure, wher,e potential toxic effects from the end-use product are of concern. 
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N o,•a.rtis Prop,osal: 

R.e,.entry Eye Exposure 

Novartis assumes that the most likely route of eye exposure to postapplk:uion workers 
will be from hand-to-eye, T,otal body exposure was ca:tcufated by muhiplying the estima1ed :re
entry denna] dose (5.4&4 mg/kg/day) by a 70 kg body ,veight, yie]ding (L0378 mg of emamectin 
exposure on day-zem. Novartis further assumes. that this entire amount is distributed on the 
hands. Novartis then assumes that ff a worker would transfer 50% of the amount from one hand 
to one ,eye. 0.00945 mg of emamectin would be deposited in the eye. Novartis points out that 
this is approximately 3 orders of magnitude less tlian the dose that would resu]t in a slight effect 
(r,efening to the above :refarnnced eye initation study where slight irritation was seen with 
application of 5 mg emam.ectin in a fonnu]ated granu]ar product). Using this approach, Novartis 
presents MOEs for ,eye irrita:tion for exposu,res found! from the celery DFR study (using a Tc = 
1000) at each sampling period (Le .• hours: 0, 4, 8, 12, 24 and 4-8). MOEs ranged from 528 at 
zero-hour. to 4457 at 48 hours postap,plication. Novartis uses the same· appmach, but making the 
assumption that .50% of the total dem1al dose is Jocated on the hands and that 20% of this amount 
is transferred to the eyes, yidding MOEs that range· from 2641 ait z.ero-1:u:ntr, to 22,286 at 48 
hours postapp,licatfon. In conclusion. Novartis points out that in order to g,et 5 mg of emarnectin 
imo the eyes ofpostapplicati.on workers. either 1500% ofthe applied rate would have to be 
dis:lodged from the plants, or the worker would have to work for 4500 hours;. both ofwhi,ch ar•e 
not possible. Therefore, Novartis concludes that it is highly unlikely that any ,eye irritation due to 
pestic-ide residues wdl arise in humans re-entering fields that have been sprnyed with emamectin 
at the 0.01.5 ]bail acre rate .. 

UED Comment: 

HED agrees that most eye exposure wou]d come from the hand.'3, although some might be 
expected from facial sweating. and directly from foliage. HED also agrees thait the assu111.1ption 
thai the total prcdi.cted dermal dose is- found cm the hands with 50%1 from ,one hand being 
deposited in one ,eye. is conservative. However, a disagreement by HED aris.es over the proposal 
to dietennine MOEs for eye irrjtation by using the results from a one.,-d.ose application of a 
fonn.ulated end-use product. The determination of m1 MOE depends upon the results of tesL-; 

where a dose-response ,(ie., ites.ts where multiple doses have been administered) has been 
established. Endpoints £or use in cakulating an MOE are bas,ed on lowest-observed~adverse
effect-lev,e]s (LOA.ELs) and 110-obsenr.ed-adverse-effoct-levels (NOAE-Ls}. Using the results of a 
one-dose test (even if the dose used results in a "benchmark" acute toxicity category Ill mting) 
do,es not show whether the same effect would be seen at a much lower dose. 
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No,•artis Proposal: 

N orvarti s says that a 48-bour REI puts its emamectin products in the same category with 
several organophosphate and carbamate insectfoides ... Norvartis claims that under this 
,circumstance, gro\vers will likely choose an organophosphate or carbamate because these latter 
products. are cheaper than emamectin. and becaus,e they are ]ess selective than emamectin. 
Norvartis points out tlrn.lI many of the organophosphates and carbamates hav,e unacceptable 
MOEs, while it has shmvn (including by EPA) that emamectin has wide margins of safety. 
· ovartis states that its emru:nectin products. Proclaim and Denim, if given a 12-hour REI, are 

p•rojected to replace a substantial amount of the usie of organ,ophosphate and carbamate products .. 
Novartis provides a table of the numhers of acres treated by "less safe11 products., e.g., endosulfan, 
d1lorpyrifos andl methom:yl. and the projected reduction in this use resulting from substitution by 
,emamectin products. Most of the prodlncts listed have 24- or 48-hmrr REis. 

HEU Comment; 

n is important to app,]y a c,onsis.tent methodo]ogy for evahrnting al] .active ingredients. 
The organophosphates (OPs) and carbrunates .1.isted by Novartis are all subject to the same criteria 
and assessment methodologies as emamectin_ The Novartis. listing of \VPS-estahlished RBIs for 
various DPs and carbamates does not show the entire picture for comparison with emamedin. A 
large number of OPs, for instance, have long REI:s (in terms of weeks}, based on an ana]ysis of 
systemic toxicity and posmppiication exposure. The ]ongest RELs from. either t'he acute toxicity 
(under WPS) o:r from an analysis of systemic toxicity are used for ]a~e? restrictions. In this 
regard. a 48-hou:r REI for emamectin may actuaUy be a re1atively short period compared to many 
of the organopho sp hates and ,carbamates. 

NoYa.rtis Proposal: 

Novartis points out that because the pre-hanest interva] for the emrunectin products is 7 · 
days; on]y ]ow exposure activities such as thinning, weeding. moving irrigation pipes and 
app]ying fertilizers would occur during the 12-· to 48-hour period following application. They 
further point ou:t that thinning. hand-weeding and irrigation activities fall into the ARTF's duster 
of categories associated with small contact regarding broccoli and. lettuce. Novartis. slates that 

· these categori.e.s; while sUbje-Ctive, give a relative indication that thinning, weeding an.d moving 
irrigation pipes for these crops are not high contact activities. 

HED Comment: 

The AR TF dus,ter is based more on who]e-body exposure, rather than hand exposure .. 
The act]vities of weeding, thinning and moving irrigation pipes are likely to have very .similar 
hand exposure to harve.sting. This point is only relevant \.Vhen considering the hand-to-,eye 
,exposure .assessment proposed by Novartis .. It is also possible for direct eye contact with treated 
foiiager and fac.ia] s11,veating to contribute to the hand-to-eye exposure. 
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Non•artis Conclnsions: 

Novan:is states that it has justified the establishment of a 12-horur REI for ,emame-;!in products 
subject to its petition by the following: tf 

·• Novartis has demonstrated a reasonable and ,conservative method to assess ocular risk due 
to re-entry activitie.s .. 

• Proclaim has wide margins of safety with repect to re:-entry ocular exposure and risk 
immediately foUowing application. 

• The increased use of Proclaim due to a U=hour REI will displace other products that have 
worker exposure issues. 
Tl1e activities performed bmveen ]2 and 48 hour after application are ]ow contact and 
result in low· ex.po.sure. 

HEID Conclusions: 

• HED does not concur with Novartis' methodology for assess:ing ocular risk from re~,entry 
activities. The use of a "benchmark"' dose chosen from an acute study with an end=use 
product to develop Ml MOE for postapplication ocular risk is not acceptable for reasons 
stated in previous sections of this memo. 

• HED docs not believe ·that a 12-hour REI alone. will cause Prodaim to displace other 
products that have w·orker exposur-e issues . . Many ,of these other products referred to by 
the registrant have REJs much Jonger than 24 or 48 hours resulting from postapplication 
risk assessments based on short- and intennediabe-term toxicity endpoints. 

.. HED doe,5 not agree that the activities listed by ovartis as fow contact (i.e., weeding • 
pruning and moving irrigation pipes), a'.lie actually lov>" contact when speci:fical]y 
consid.ering haJ11.d contact This is important because the registrant's methodology for 
assessing ocular risk only considers hand-to-eye contact. 

" HED is concerned about reducing the \VPS-:requfred REI because emamectin is a 
neurotoxicant. In EPN Pesticide Rcgufafom (PR) Notice 95-3, ••Reduction of Worker 
Protection Standard (WPS} Interim R,es.trictcd Entry Intervals (REis) for Certai.n Low 
Risk Pesticides,." ,cenain crtteria must be met in order to reduce an REI from 12 hours to 4 
hours. One ofthese criterion is that,, '''No known reproductive, devdopmental, 
carcinogenic, or neurotoxic effects have be,en associated with the activ•e ingrcdienttt The 
registrant is requesting a reduction of the curr,ent 'WPS-required 48~hour REI to a 12-,hour 
REI. and HED believes that same criteria should apply to this determin:ufon. 

In summar)'; HED does not believe that a reduction of the \\'PS-required REI for 
emamectin benzoate from 48 hours to 12 hours is war.ranted or jl!ls'tifiied. 
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IUNffEO STAl 1ES l!NVl'RONMEN TAL f'ROTl::Cl'ION AGENCY 
WASHliNGTON,. D.C. 20460 

03/SEPT/1999 

MEMORANDlJ M 

OFFICE OF 
PREVENT! ON, PESTICfDES 

AND 
TOXIC SUBSTANCES 

$1.Jbject: File Symbol/EPA Reg .. No.: 1 Qi0a904 IPr,oclaim 5 SG Insecticide 
DP Barcode: D266650 .r S-63/8'6 
Case No: 039944 
PC Code: 122806 

File Symbol/EPA Reg. No.: 
DP Barcode: 

100-903 Proclaim 0.16 EC lnsecti,oide 
D256721 s rcG'3ry' · 

Case No: 039877 
PC Code: 122806 

From: Eugen_ia McAndrew, Biologist (~ 
Technical Review Branch ... l t--
Registrati,on Diivision (7505C) ~ 

ic: Tlhomas Harris, PM Teami 04 
In sect i ci de-Rode nticicle Bran ch 
Registration Division {7505C} 

Appl icant: Novartis Crop Protection, Inc. 
P.O. Box 18300 
Gr,eensboro,, NC 27419-8300 

ACTION REQUESTED: PM requests review of reg istrant's arguments in rav,or of reducing REI 
for EPA Reg. Nos. 100~904 and 100-903. 

BACKGROUND; Novartis Crop Protection, Inc. requested a reduction in the Restricted Entry 
~nterval (REI) for EPA ~eg. No. 100-9{)4, Proclaim 0.1 16 EC Insecticide. The request was denied 
by HED in May ofr 199·9. Novartis has presented additional information in favor of a 12-hour REI 
for Agency consideratiion .. 

RECOMMENDATrONS: This is basicailly an HED matter. In general, TRB uses the toxicity 
categories of the product(s) to determine the REI as detailed inttie La.bel Review Manual an pag·es 
11-15 to 11-1 '9. However, in th is case, HED risk assessments may identify endpoints of oonoern 
which could affect tl1e determinaUon of the REI . Therefore, it is. appropriate for HE□ to make the 
d'ecision regarding the REt 
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UNITED STATES ENVJRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

OFFICE OF 
PREVE:NTION, PES.TICIDES 
AND '.roXIC Sm3ST ANCES 

l\llEMORAN DU t\-l 

Date: 

To: 

From: 

Thro: 

5/10199 

HED1s Res,ponse to, Novartis Request to Reduce Prodaim1s REI from 48 
Hou.rs. to 12 Hours. 

Chemic11] #: 122806 Class : 
DP .Bare.ode: D254469 Trade Name: 
PRA 'Ir Case~: 287173 EPA Reg.#: 

Arnold ayne/Linda Arrington PM 03 
Insecticide-Rodenticide Branch 
Registration Division (7505C) 

Steven ,veiss, Industrial Hygienist 

fusecticide 
Prcu:.Jaim 
N lA 

Health Effe.cts Division/Registration Action Branch 2 {7509C) 

RJchard Loranger., Branch Senior Scientist 
Health Effoct Division/Reg'stration Action Branch 2 ,(7509C) 

TRODUCIION 

HED has been asked to comment on Novartis' request. to reduce the restricted-entry interval 
(RE]) for the products, w~th the t1m1dename Proclaim ( active ingredient emamectm) to 12 hours . 
ThDS request from the registrant is assoc.iated witl'i the use of ern.amectin on various leafy/Brasska ,, 

vegetables, for ,,...•hich HED .recently comp]eted a human health risk assessment (4/6/99~ Barc-0de 
D241907).. In that document it was conduded that a 48-hour REI is needed to comply with the 
\\larker Protection Standard (VIPS). 

CONCLlJSIQli , 

HED continues to conclude that a 48-hour REI is required for the Proclai.m products.. Our 
responses lo each of Novartis'' rationa]es are detailed m Table 2. 

DETAILED CONSIDERATIONS 

The Environmental Protection Agencis requirements J\egarding Restricted-entry Intervals (REis) 
is mclude-d in CFR 156.208. Guidance on applying these requirement are also included in 
Chapter 11 of the Office of Pesticide Progr:ams' Label Review Manual. 

Per CFR ] 56.208, REI:s ar,e based on the most severe acute· toxkity category assigned to the 
acute dennal. eye irritation and skin irritation data for an of the active ingr,edients (a.i.) m a 
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product. A 48 hour REI is established for any pr,oduct c,onmining an acth•e ingredient in Toxicity 
Category I (highly toxic.). An REI of 48 hours for organophosphates is extended to 72 hours ff 
these pYoduc,ts are applied outdoors. in areas mth Wess than 25 inches of rainfall per year. A 24 
hour RF] is established! for any product containing an active ingredient ~n Toxidty Category U. A 
·t2 hour REI is esmbHshed for all -other prnduc1ts. An 4 hour RH is sometimes permitted for 
products meeting strict criter1a for low risk. 

The EPA considers the REI estab]ished under the requirements in CFR 15,6.208 asan "'interim" 
until a review of entry residue exposllre data (with toxicity endpoints) is completed dwi__ng the 
reregistration (and re~istrntion) process. However, tl:1e Agency has no .mechanism for using the 
skin. and eye irritation toxicity categories to determine an appropriate REI. Cum.:ntly~ on]y the 
endpoint for dermal toxicity is used to assess risk ~t<h respect to postapplication exposures. ntil 
,am. appropriate mechanism .is found for using skin and eye irritation potentials as an. ,endpoint to 
assess possib1e risk Vi~t:h respect to postapplica.tion exposures. !the WPS interim REI remains in 
effect for those tv.·o triggers. Hence~ even when a posta.ppUcation analysi:::: is completed using the 
dt!m1al toxicity endpoint. the REI adoptt:d for the product is the more severe REI between (hat 

• analysis and the \VP8 defauUs for skin and eye irrimtion categories. 

• 

The end-use product Proclaim contains one active ingredient, emamectin. The acute toxicity 
categories for emamecuin technical material are stunmmfaed in Table l. 

Table 1. Acute Toxicity ofEmamectin Tcd'.ln ical Material 

Gii!iidelilie No. Study Typ-t M'"RlD# Results Toxkiity 
Cate2onr 

870_ 1100 Aciat"e Oral- bts 428.51519 LD~ {OT L-656,748~038, = 53 2 
m,q/kg 

870.l.2.00 Acu:te Dermal.- ,1 43 850111 ! ll!..D~0 > 2.G mglkg 3 
I Rabbi.ts 

~ - ,~' 
I •' ,, I 

87CU300 Acute lnhabliot!l~ 
! 

43868Wl LCJ'D 0.10 mg/L 4 
I Rats I 

I 
I 

870.:2400 Primary Eye 42743615 s~vere irritation I 
Irritation- Rabb its I 

"370.2500 I Primacy . -
' -',,,. 427436l6 No dcrmal ~ ,......, _, - ,4...::, .... ,. 

--' ' - - ... 
r hritation= Rabbits 

' ,- ' ', .. _,_ 
I 
I 

870.2600 Demw1l 42743617 
ii 

Not a denna] sensitizer " -
Sens iti z.ation ~ 
Guinea pigs 11 ' 

I I 

As shown in Table 1,. emrunectin has a Toxicity Category I for primary eye irritation. Therefore; 
an REI of 48-hours. is required by the WPS. 

A summary of HED1s responses to Novartis' rationale for redudng :the REI from 48 to 12 hours 
(]etter dated. MMCh 16, 1999) is included irt Table 2 . 

I 

I 
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Table 2. HED'1s Responses to Novartis' Rational.c for Reducing the REI from 48 to 12 hours 

Novartis' ration.a]~', ·. · ·. 

The -IS-hour REI is based on the 
toxir,:ity of the technical m.aterir;t! 
.and .d'-'es no1 take in to ,account 
the rate or use characteristics of 
the end-use pro.duct. 

HED overlooked ,chemical 
specific post-appli"cation data 
th.at were submitted in support of 

, . . . , 

· · · · . HED's Respo~e . 

Using the toxicity of the technica] material for the purposes of esmb.iiishing and REI and not taking, in to 
ac-count th~ rate or use characteristics of the -end-us,e product i.s consistent \.vith the requirements of the 
WPS.. The use characterwstks of the end-use product are not used! to determine the REL The rationale 
for this is that the toxicity categories oftl1e i:;.nd-usc product. panicularly with respect to skin and eye 

. irritation potential is often based on ,characteristics of inert ingredien.ts, such as xylene, that would no 
longer be present in the- residue remaining on a treated surface. Also; an end-use product concentrate 
might hav-e higher toxidty categories than a ready-to-use product with the same active ingredient, bum 
they colllld be applied at the same rate per acre. EPA is concerned about the toxicological characteristics 
of the residue remaining after an afJ,pHcation ]S complete and any v,olatile components have dissipated. 
Usually, that is the active ingredient. 

No exposures studies were provided to HED/RAB2 in support of the registration. Default values w-e11e 
used to estimate exposmes and risk during po:stappiictl!ti,on activities. 

the registration . . T\t•o rolumes , , i •\!1 risk estimates for dermal exposure during postapp]icali-on activities were bas1a,d short- and 
hate been .submit.fed concerning termediate-tel'm dermal endpoint from a 15-day ora[ mouse study. The slmrt:-term endpoim was based 
post,applico.ti,on exposwe: a risk · tremors -on day 3 of d:o-sing,,. whereas the intermedi alte eri.dpo-irat was based on moribund sacrifices, 
assessment for po-stapplication imcaJ sisns of:new"Otoxicity, decreases-ill body weight and food consumption and. hlstopathoiogica:11 
exposure and a dislo-dgable foliar ' sions in the sciatic nerve. HED conc~udled that the MOEs on the day of application are acceptable but 
residue study. 1his-110lates only to the short- and intennediate-tenn dermaJ endpoints and does not take into account eye 

urthmnore~ the EPA does not consider o:rd.y dermal exposure when establish:iing REb. As stated in the 
Federal RegisterNol 57, No 163, page 381 IO on 8/21/92~ the EPA did consider using only dermal 

xic:ity to establim. REI.s, but the potential for eye and skin irriitation and for respiratory exposure may 
significant in-_some s:itwtions. Cases o-f eye im.tation are four times as comrn.0111 .as those from systemi 

isonings among re-entering worke!lis. 
- - - - ~- ~ ---

~- ... 
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Table 2. , D's Responses. to Novartisj• RationaiW.e for Reducing the RR[ from 48 to 12 hours 

Worker Exposure risk 
a~·xessments fot re-entry 
demonstrate a re.asonable 
certainty of no harm with a 1 2-

: hour REI 

Cole crop.r tmd le:ajy vegetables 
require cvnstant tending during 
the proclaim use season.. A 48-
hour .R.El would severely 
compromise the utility of 
proclaim. 

Worker ,exposure risk assessments for re~entry demonstrate a reasonable certai.nty that the dermal 
; endpoint of cone.em wm not cause unacceprable t"isk with a 12-hom: .REI. These as.se,ssments do no 
rdate to the potential for ,eye and skin irritation 

If cole crops and ~eafy v,egerablt:s require constant tending during the prodaim use season and 
I emrunec:tin is a severe eye irrimnt, it seems reasonable to assume that there may be a potential eyt: 

ruuard. Evidence gathered during tJhe conm1ent period leading to promulga:tio11 of the WPS and more 
:r,ecendy indkates that rm hand labor !asks :re1ated to cole crops and leafy vegetables .are time-sens.itive to 
the, degree that a 48:..day de]ay would disrupt crop production or cause significant economic loss. 
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Ta.hie l. HED1s Responses to Novartis' Rationale for Reducing the REI from 48 to 12 hows 

'•' .. ' . . . . , ', .. .. .. . 

Nm1arti~t ra.tior.i~t/ · HEP's Response · ,. __ 
: : 

l1lovart.is states that a 1.2-.hour The \\TS currently aUows entry into areas that r-emain under m1 RE[ to perform scouting tasks . Under 
REI is needed to due hand labor the WPS, soonts are considered pestic-ide hand]ers and can e11ter lreated areas v.,.ithout regard to the RB, 
dernr.mds associated crop. provided specified condit1ons me met. 
During the use s·emonfor 
proclaim, grol•rers. need to he . •I Th_e \\~PS ~1.1rrently a_nows entry inl.O areas that_ r~m~:in under an REI t pe!for~n sh01t-tem1 tasks/such as I 

abl!t re-enter the fields constantly ,.,.A:mg~tion tasks~.Prov1dcd 0) no hand labor act1v1ty 1s performe?, (2) lhe time ilfl tr.eated ar-eas un~r a 
to .w.:outfor pests, weea; cull, an( restncted-entrymterval for any worker does not exce,ed 1 hour many 24-]1our penod, and (3) other 
irrigale crops.. \ specified conditions, such as wearing pe.rsonal protective ,equipment required. for eady enky; are met. 

I 

,/ In addiLion, the \VPS (l 995 amendrnent) allows entry during a r,estrictcd-cnuy for 1t1p to 8 hours in a 2.4-
. · ~ ,-j hour period to perform irri.gatfon. tasks, provided (]) the ta. ·k::, could not have been foreseen and which, ff 

\ \L-(i: t("'-?° ;r,# delayed~ would cause ~ignifi~mtt eco~1omic foss, (2) contact wit? treated s~accs is minimal, (3) e.arlt . _· ~ . ~! entry p_ersonaI P!otect1ve" eqmpment rn wo~; and ~4) olhe_r specified c_o~d1t1~ns are met. Howev,er, this ~-!r~~tc exception probably cooldnot be uoed for this pe,t1c1dc, ""°':' clearly 1mgaj tasks.!i"v• been foreseen. 

\.~;f-,,' -'if:~ ,/.l , Duri~ng the entire notice and ~omment per~od.le_adi~g up, to _the I 992 Worke1Pr~tectio~ Standa~d and its 
~~,/ _ _ 1., 1991? amenA~ents, El>~- recewed no ,convmcmg evidence that hand l?bor 13iSks mvolvm~ weedmg and 
'. !)\f- , ~U1_ng we.re time s~nsd1ve to the dlegree that a 48--<lay delay would disrupt trop prodlllCtmn or cause 

1-: 
1 1,' 

S]B;nlficant eco,non1lC ]oss. J 

' ,, 
j ~ 
: ,, 

. ' 



192

• • 
Table 2. HED's Re ponses to Novartis' Rationale for Rc:du ing the REI from 48 t 12 hours 

Novartis' rationale 

A l.rn submitted was an exposure 
assessment prepared by Jellinek. 
Schwartz, & Connolly, Inc 
(MRID 43943301). This 
llSsessment cited the Merck celery 
dislodgeahle study and concurred 
with Agency's a sess'ment of 
dermal exposure being safe after 
spray dries. 

The use rate for proclaim is a 
i-c,:1· low 0.015 th ai/A which 
results in low dislodgeab/e 
residues which are measures in 
picograms. The low availability 
of residues.for transfer to skin 
and eyes demonstrates that a the 
requirement for 48-hour reentry 
is not warranted 

HED's Re ponse 

The requirement()[ not letting agricultural workers enter fields unli l "sprays have dried, dust have 
settled, vap~1rs have dispersed" was replaced by the requirements of the WP in 1992. Furthermore, the 
a-.sessment concurred with EPA'. assessmt!nt thaL dermal exposure \11-·as safe aflcr spray dries. No 
evidence was presented or cited to indicate that ocular exposure was safe . 

EPA recognizes that there is no currently available mechanism for assessing the impa t of 
postapplication exposures relative to skin )r eye irritation effects. Until such a mechani mis in place, the 
Agency believes it prudent to rely on the! default WP · REis that were established through a notice-and
c-0mment rulemaking process. EPA notes that a large percentage of postapplicati n worker poisoning 
incidents are due to skin and eye irritation. It also notes that risk is related to both toxicity and exposure. 
If a product is highly irritating, a relatively mall expo ·urc could result in adverse effects. The Agency 
welcomes the submission of possible mechanisms for determining REls based on skin and eye irritation 
potential. 
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DP BARCO:l:Hs : D265289 

CASE: 039877 
SUBMISSION :; 5563354 

DATA PACRAGE RECORD 
BEAN SHEET 

***CASE/SUBMISSION' INFORMATION*** 

CASE TYPE: REGIST~TION ACTION: 352 PROP TEST PROT-AMND 
RANKING 20 POINTS () 

DcATE: 04/20/00 
Page 1 of 2 

CHEMICALS: 122806 4 1 '-Epim.ethylamino-4 1 '-de•o.:x:yavermectin Bla and Blb 2 • . 1500% 

ID#: 000100 - 00903 PROCLAIM O .16 EC INSECTICIIJiE 
COMPANY: 000100. NOVARTIS CROP PROTECTION, I .NC. 
PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 R.OOM: CM2 219 
PM TEAM REVIEWER: THOMAS HARRIS 703-308-9423 ROOM: CM:2 211 
RECEIVED DATE: 06/03/99 DUE OUT D·ATE::: 09/21/99 

***DATA PACKAGE INFORMATION*** 

DP BAR.CODE: 265289 EXPEDITE: N DATE SENT: 04/20/00 

•
HE~ICAL: . 122806 4 1 '-Epi.methylamino-4' '-deoxyave.r1t1e,ctin 
1P TYPE: 001 

CSF: N LABEL: N 

DATE RET.; I J 
Bla and Blb benzoate 

ASSI,GNED TO 
DIV: HED 
B.RAN: RAB3 
SECT: IO 
REVR: 

DATE 
I 
I 
I 
I 
I 

IN 
I 
I 
I 
I 

DATE 
I 
I 
I 
I 
I 

OUT 
I 
I 
I 
I 

ADMIN DUE DATE: 06/29/00 
NEGOT DATE: / / 

PR.OJ DATE: I I 

CONTR: 

• 

I I 

***DATA REVIEW INSTRUCTIONS*** 

l) MRID 440079-03 
2) 5/20/99 Novartis letter: rationale. for l2 - hr REI 

to: 
s ,e ,also: 

JACK ARTHUR 
beans t ,o .Jonathan Becker (D25672 6) 

Kathy Raffaele (D265288) 

Novartis has pr,oposed a rationa.le for reducing REI' s using 
dislod.greable foliar residues. This submission .is 
specifically f ,or emamectin ( 100-903 and 100-904) but logic 
could apply to other chemicals. 

Jonathan :necker has copy of 5/20/99 Novartis le.tter to take 
to EXPOSAC. As input to this, he has requested that the 
reference eye irritation study (MRID 4:Z7436=15) and the 
dislodgeable foliar residue study (MRID 440079-03) be 
rev iew,ed ( or copies of previous reviews. f,oundl.) .. 

JACK: Please revi,ew ~nclosed dislodgeable foliar residue. 
study {or find. pr,evious review).. You m,ay want to co:n.sult 
with Kathy Raffa,ele who J.S reviewing the eye irritation 
study. 

RESULTS SHOULD BE GIVEN 'TO BOTH ME AND JONATHAN BECKER~ 
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DP BARCODE: 0265289 

CASE: 039'877 
SUBMISSION: 6563354 

Thanks. 

-Torn Harris 
RD/IRB 
308-9423 

DATA PACKAGE RECORD (CONTINUED) 
BEAN SHEET 

* * * DATA REVIEW INSTRUCT'IONS * * * 

***DATA PACKAGE EVALUATION*** 

DATE: 04/20/00 
Page 2 of 2 

No evaluation is written. for this data package 

***ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION*** 

DP BC BRANCH/SECTION DATE OUT DUE BACK INS CSF LABEL 
• 256721 TRB/TOX 06/09/99 08/18/99 y y y 

256723 RAB2/IO 06/09/99 08/18/99 y y y 

256726 RRB2/IO 06/09/99 08/18/99 'i y y 
265288 RAB3/TO 04/20/00 06/29/00 Y. N 

• 
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DP BARCOOE: 02652 88 

CASE: 03987 7 
SUBMISSION: S563354 

it"' t" ~ '5' ct"} 
~to,, ; ihf ri-' )Ii~ f o /' 
,U~ n ·1 / . .,.Jv I 
~ .. vr V CYL~-

DATA PACKAGE RECORD 
BEAN SHEET 

***CASE/SUBMISSION INFORM.ATIO * * * 

CASE TYPE: REGISTRATION ACTION: 352 PROP TEST PROT-AMND 
RANKING 20 POINTS(} 

DATE: 04/20/00 
Page 1 of 2 

CHEMICALS: 122806 4''-Epimethylamino-4''-deoxyavermectin Bla and Blb 2.1500% 

ID#: 000100-00903 PROCLAIM 0.16 EC INSECTICIDE 
COMPANY: 000100 NOVARTIS CROP PROTECTION, INC. 
PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 ROOM: CM2 219 
PM TEAM REVIEWER: THOMAS HARRIS 703-308-9423 ROOM: CM2 211 
RECEIVED DATE: 06/03/99 DUE OUT DATE: 09/21/99 

***DATA PACKAGE INFORMATION*** 

DP BARCODE: 265288 EXPEDITE: N DATE SENT: 04/20/00 

•
CHEMICAL: 122806 4''-Epimethylamino-4 ''-deoxyavennectin 
OP TYPE: 001 

CSF: 

DATE RET.: / / 
Bla and Blb benzoate 

• 

N LABEL: 
ASSIGNED TO 
DIV: HED 
BRAN: RABJ 
SECT: IO 
REVR: 

DATE IN DATE OUT ADMIN DUE DATE: 06/29/00 

CONTR: 

I I I I -z. 'f f C 2... NEGOT DATE: I 
I I I I PROJ DATE: I 
I I I I 
I I I I 
I I I I 

***DATA REVIEW INSTRUCTIONS*** 

1) MR.ID 427436-15 
2) 5/20/99 Novartis letter: rationale for 12-hr REI 

to: KATHY RAFFAELE 
see also: beans to Jonathan Becker (0256726) 

Jack Arthur (D#tbd) 

Novartis has proposed a rationale for reducing REI's using 
dislodgeable foliar residues. This submission is 
specifically for emamectin (100-903 and 100-904} but logic 
could apply to other chemicals. 

Jonathan Becker has copy of 5/20/99 Novartis letter to take 
to EXPOSAC. As input to this, he has requested that the 
referenced eye irritation study (MRID 427436-15) and the 
dislodgeable foliar residue study (MRID 440079-03) be 
reviewed (or copies of previous reviews found). 

KATHY: Please review enclosed eye irritation study done on 
technical emamectin (or find previous review}. Read 
Novartis letter to see if you think other studies should be 
input on this issue. They do reference another eye study (p. 
4} but do not provide MR.ID. You may want to talk w/ Jack 
Arthur who will receive a similar bean for the DFR study. 

I 
I 
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DP BARCODE : D265288 

CASE: 0398 77 
SUBMISSION: S563 35 4 

DATA PACKAGE RECORD (CONTINUED) 
BEAN SHEET 

DATE: 04/20 / 00 
Page 2 of 2 

OP BC 
256721 
256723 
256726 

***DATA REVIEW I NSTRUCTIONS *** 

RESULTS SHOULD BE GIVEN BOTH TO ME AND TO JONATHAN BECKER. 
Thanks. 

-Tom Harris 
RD/IRB 
308 - 9423 

***DATA PACKAGE EVALUATION*** 

No evalua t i on i s wr itten for th i s data package 

***ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION*** 

BRANCH/SECTION 
TRB/TOX 
RAB2/IO 
RRB2/IO 

DATE OUT 
06/09/99 
06/09/99 
06/09/99 

DUE BACK 
08/18/99 
08/18/99 
08/18/99 

INS 
y 
y 
y 

CSF 
y 
y 
y 

LABEL 
y 
y 
y 
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DP BARCODE: 0256726 

CASE: 039877 
SUBMISSION: S563354 

***CASE/SUBMISSION INFORMATION*** 

CASE TYPE: REGISTRATION ACTION: 352 PROP TEST PROT-AMND 
RANKING 5 POINTS() 

DATE: 06/09/ 9 9 
Page 1 of l 

CHEMICALS: 122806 4 1 '-Epimethylamino-4''-deoxyavermectin Bla and Blb 2.150 0% 

ID#: .,_,..,...~~ PROCLAIM 0.16 EC INSECTICIDE 
COMPANY. 00 NOVARTIS CROP PROTECTION, INC. 
PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 ROOM: CM2 219 
PM TEAM REVIEWER: THOMAS HARRIS 703-308-9423 RO , CM2 211 
RECEIVED DATE: 06/03/99 DUE OUT DATE: 09/21/99 

***DATA PACKAGE INFORMATION*** 

DP BARCOOE: 256726 EXPEDITE: N DATE SENT: 06/09/ 

•
CHEMICAL: 12 2806 4 ''-Epimethylamino-4''-deoxyaverme 
DP TYPE: 001 

CSF: 

DATE RET.: / / 
Bla and Blb benzoate 

-

y LABEL: Y 
ASSIGNED TO 
DIV: HED 
BRAN: IO 
SECT: IO 
REVR: 

DATE IN 
&! c,, I vtoi 

I I 
I I 
I I 

DATE OUT 
b1 t'\ / Jtti 

I I 
I I 
I I 

DMIN DUE DATE: 08/18/99 
NEGOT DATE: / / 

PROJ DATE: / / 

CONTR: 

OP BC 
256721 
256723 

I I I I 

***DATA * * 

lease review Novartis pr osed method (pinpunched 
to reduce REI when it is ased on eye irritation. 
protoco l results in REI f 48 hours; Novartis says 

6/3/99) 
Current 
their 

method would support l hours. If approved, this 
methodology could als be used for other chemicals as well 
as current product mamectin, #100-903). This is also 
being sent to Stev Weiss (HED} and John Redden (RD/tox). If 
questions call To Harris, 308-9423, rm 213 CM2. Thanks. 

No evaluatio 

DATA PACKAGE EVALUATION*** 

written for this data package 

DATA PACKAGES FOR THIS SUBMISSION*** 

DATE OUT 
06/09/99 
06/09/99 

DUE BACK 
08/18/99 
08/18/99 

INS 
'l 
'{ 

CSF 
Y. 
'{ 

LABEL 
'l 
'i 



198

' 
, 

DP BARCODE: D25672 

CASE: 039877 
SUBMISSION: S563354 

DATA PACKAGE RECORD 
BEAN SHEET 

~
. C·' 

II 
I 

***CASE/SU BMISSION I ORMATION * * 

(,, 

CASE TYPE: REGISTRATION ACTI O : 352 PROP TEST PROT-AMND 
RANKING 5 POINTS () 

DATE: 06/09/99 
Page 1 of 1 

CHEMICALS: 122806 4''-Epimethylamino-4''-deoxyavermectin Bla and Blb 2.1500 % 

ID#: 000100-00903 PROCLAIM 0.16 EC INSECTICIDE 
COMPANY: 000100 NOVARTIS CROP PROTECTION, INC. 
PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 ROOM: CM2 219 
PM TEAM REVIEWER: THOMAS HARRIS 703-308-9423 ROOM: CM2 211 
RECEIVED DATE: 06/03/99 DUE OUT DATE: 09/21/99 

***DATA PACKAGE INFORMATION*** 

DP BARCODE: 256721 EXPEDITE: N DATE SENT: 06/09/99 DATE RET.: / / 

•
CHEMICAL: 122806 4''-Epimethylamino-4''-deoxyavermectin Bla a nd Blb benzoate 
DP TYPE: 001 

CSF: 

• 

y LABEL: y 9 -- f-' ~77 
ASSIGNED TO 
DIV: RD 
BRAN: TRB 
SECT: ~\..l 
REVR : "fO ( 
CONTR: 

DATE IN DATE OUT ADMIN DUE DATE: 08/ 15/99 

DP BC 

I I I I NEGOT DATE: I 
I I I I PROJ DATE: I 
I I I I 
I I I I 
I I I I 

* * * DATA REVIEW INSTRUCTIONS * * * 

to John Redden: (also tracked under D256650) 
Please review Novartis proposed method (pinpunched 
to reduce REI when it is based on eye irritation. 
protocol results in REI of 48 hoursi Novartis says 

6/3/99) 
Current 
their 

method would support 12 hours. If approved, this 
methodology could be used for other chemicals as well as 
current product (emamect i n, # 100-903). This is also being 
sent to Johnathan Becker (HED) and Steve Weiss (HED}. If 
questions call Tom Harris, 308-9423, rm 213 CM2. Thanks. 

***DATA PACKAGE EVALUATION*** 

No evaluation is written for this data package 

***ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION*** 

BRANCH/SECTION DATE OUT DUE BACK INS CSF 

I 
I 

LABEL 
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DP BARCODE: D2567 23 

CASE: 039877 
SUBMISSION: S563354 

Wj , ,L,h 
~'.,. 

,1 I l 

\
,, C \:,.ti l . t 

N I , \ 
J , 1l v 

\_,\ \ i! ,(1,/tbATA PACKAGE RECORD 
~"-{;' . BEAN SHEET 

* * * CASE/SUBMISSIO INFORMATION*** 

CASE TYPE: REGISTRATION ACTION: 352 PROP TEST PROT-AMND 
RANKING 5 POINTS () 

DATE: 06/09/99 
Page 1 of 1 

CHEMICALS: 122806 4''-Epimethylamino-4''-deoxyave rnectin Bla and Blb 2.1500% 

ID#: 000100-00903 PROCLAIM 0.16 EC INSECTICID 
COMPANY; 000100 N · RTIS CROP PROTECTION, INC. , 
PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 ROOM: CM2 219 
PM TEAM REVIEWE: THOMAS HARRIS 703-308-9423 ROOM: CM2 211 
RECEIVED DATE: 0 /03/99 DUE OUT DATE: 0 721/99 

***DATA PACKAGE I ORMATION * * * 

DP BARCODE: 256723 

•
CHEMICAL: 122806 
DP TYPE: 001 

EXPEDITE: N DA SENT: 06/09/99 DATE RET.: / / 
Epirnethylamino-4"'-deoxyavermectin Bla and Blb benzoate 

• 

CSF: Y 
ASSIGNED TO 

DIV: HED 
BRAN: IO 
SECT: IO 
REVR: 

DATE 
I 
I 
I 
I 

OUT 
I 
I 
I 
I 

ADMIN DUE DATE: 08/18/99 
NEGOT DATE: / / 

PROJ DATE: / / 

CONTR: 

DP BC 
256721 

I I 

* * * INSTRUCTIONS*** 

to Steve Weiss: also trac under D256646 
Please review No artis proposed ethod (pinpunched 6/3/99} 
to reduce REI wen it is based o eye irritation. current 
protocol resul sin REI of 48 hour; Novartis says their 
method would upport 12 hours. If proved, this 
methodology ould be used for other emicals as well as 
current pro ct (emamectin, #100-903). This is also being 
sent to Joh athan Becker (HED) and John edden {RD/tox). If 
questions all Tom Harris, 308-9423, rm 2 3 CM2. Thanks. 

***DATA PACKAGE EVALUATION*** 

DATA PACKAGES FOR THIS SUBMISSION*** 
I 

BRANCH/SECTION 
TRB/CHEM 

DATE OUT 
06/09/99 

DUE BACK 
08/18/99 

INS 
y 

CSF 
y 

LABEL 
y 
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DP BARCODE : D256721 

CASE: 039877 DA'fA PACKAGE RECORD DATE: 02/28/02 
SUBMISSIO: S563354 BEAN SHEET Page 1 of 1 

***CASE/SUBMISSION INFORMATION*** 

CASE TYP£: REGISTRATION ACTION: 352 PROP TEST PROT-AMND 
RANKING 65 POINTS () 
CHEM1CALS: 122806 4''-Epimethylamino-4''-deoxyavermectin Bla and B1b 2.1500% 

lD# : 000100-00903 PROCLAIM 0.16 EC INSEC CIDE 
COMPANY: 000100 SYNGENTA CROP PROTECTION, INC. 
PRODUCT MANAGER: 04 TI A LEVINE 703-308-7055 ROOM: CM2 219 
PM TEAM REVIEWER: THOMAS HARRIS 703-308-9423 ROOM: CM2 211 
RECEIVED DATE: 06/03/99 DUE OUT DATE: 09/21/99 

***DATA PACKAGE lN.FORMATION * * * 

DP BARCODE: 256721 EXP~DITE: N DAE SENT: 06/09/99 DATE RET.: 09/03/99 
CHEMICAL: 122806 4''-Epimethylamino-4''-deoxyavermectin Bla and Blb benzoate 

•
TYPE: 001 

CSF: Y LABEL: Y 
ASSIGNED TO DATE IN DATE OUT 
DIV: RD 06/09/99 09/03/99 
BRAN: TB 06/10/99 09/03/99 
SECT: TOX 06/10/99 09/03/99 
REVR: EMCANDRE 09/03/99 09/03/99 
CONTR: / / / / 

ADMIN DUE DATE: 08/18/99 
EGOT DATE: 09/08/99 
PROJ DATE: / / 

* * * DATA PACUGE EVALUATION * * * 

o evaluation is written for this data package 

***ADDITIONAL DATA PACKAGES OR THIS SUBMISSION * * * 
DP BC BRANCH/SECTION DATE OUT DUE BACK INS CSF . 6723 06/09/99 08/18/99 y y 

6726 RRB2/IO 06/09/99 08/18/99 y y 
65288 RAB3/IO 04/20/00 06/29/00 y N 

265289 RAB3/IO 04/20/00 06/29/00 y N 

LABEL 
y 
y 

N 



201

# fl7; 

DP BARCODE: D2566 50 

CASE: 039944 DATA PACKAGE RECORD DATE: 06/07/99 
SUBMISSION: S56318 6 BEA SHEET Page 1 of 1 

***CASE/SUBMISSION INFORMATION** * 

CASE TYPE: REG STRATI ON ACTION: 3 52 PROP 'I'EST PROT-A 1ND 
RANKING 5 POINTS () 
CHEMICALS: 122806 4 '' -Epimethy amino-4'' - deoxyavermectin Bla and Blb 

ID#: 000100-00904 PROCLAIM 5 SG INSECTICIDE 
COMPANY: 000100 NOVA TIS CROP PROTECTION , INC . 

5 . 0000% 

PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 ROOM : CM2 219 
PM TEAM REVIE~•rER: THOMAS HARRIS 7 03-3 08-94 2 3 ROOM: CM2 211 
RECEIV ED DATE: 06/03/99 DUE OUT DATE: 09/2 1 /99 

***DATA PACKAGE INFORMATION*** 

DP BARCODE: 256650 EXPEDITE: N DATE SENf : 06/07/99 
·· HEMICAL: 12 2 8 06 4' '-Epimethylami no- 4 ' '-deoxyavermectin 

DATE RET.: / / 
Bla and Blb benzoate 

P TYPE : 001 
CSF: 

ASSIGNED TO 
DIV: RD 
BRAN: TRB 
SEC'r: TOX 
REVR : 

y 
DATE 

LABEL: y 
IN DA'l1 E OUT ADMIN DUE DATE : 

? -f -9[ 
08fi6/9 

• 

CONTR: 

DP BC 
256645 
256646 

I I I I NEGOT DAE: I 
I I I I PROJ DATE: I 
I I I I 
I I I I 
I I I I 

* * * DATA REVI E\ INSTRUCTIONS * * * 

to JOH REDDEN: 
Please r eview lovartis proposed method (Pinpunched 6/3/99) 
to reduce REI when it is based on e ye irriat i on. Current 
protocol results i n REI of 48 hours; Novartis says their 
method would support 12 hours. If approved, this 
methodo l ogy cou ld be used for other chemica l s as well as 
current product (emamectin, #100-904). his is also being 
sent to Johnath an Becker (HED) and Steve Weiss (HED). If 
questions call Torn Harris, 308 - 9423, r m 213 CM2. Thanks. 

* * * DATA PACKAGE EVALUA'I'lON * * * 

No evalua tion i s writ ten tor chis data pa~kage 

* * * ADDI 'l'l ONAL DA'l'A PACKAGES FOR Tll l S SUBMISSION * * * 

BRANCH/SECTION 
IO /IO 
IO/IO 

DATE OUT 
06/07/99 
06/07/99 

DUE BACK 
08/16/99 
08/16/99 

INS 
'l 
y 

CSF 
y 
Y. 

I 
I 

LABEL 
y 
y 
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DP BARCODE: D2 56645 

CASE: 03994 4 
SUBMISSION: S 63186 

. ~ I ~ '1()()0 c;c . rof,,Cf!~t l) "{J DATA PACKAGE RECO D y t-)I.) 
\ BEAN SHEET 

DATE: 06/07/99 
Page 1 of 1 

* * * CASE/ SUBMI SSIOl I * * 

CASE TYPE: REGISTRATI ON ACTION: 3~2 PROP TES' PROT-AMND 
RANKING 5 POINTS () 
CHEMICALS: l22806 4 1 '-Epimethy larnino-4 11 -deoxyav rmectin Bla and Blb 

ID#: 000100-00904 PROCLAIM 5 SG INSECTICIDE 
COMPANY: 000100 NOVARTIS CRO PRO'I'ECTION , IN . 
PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 
PM TEAM REVIEWER: THOMAS HARRIS 703-308-9423 
RECEIVED DATE: 06/0 3/99 DUE OUT DATE: 0 /21/99 

***DATA PACKAGE I * * * 

ROOM: CM2 
ROOM: CM2 

5.0000% 

2l9 
211 

DP BARCODE: 256645 EXPEDITE : N DAE SET: 06/07/99 DATE RET.: / / 
~ HEMICAL: 122806 4 1 '-Epi ethylamino-41

11 -deoxyav rmec~in Bla and Blb benzoate 
~ p TYPE: 001 

CSF : y LABEL: XI 
ASSIGNED TO 

DIV: HED 
BRAN: IO 
SECT: IO 
REVR: 

DATE IN DATE OUT ADMIN DUE DATE: 08/16/99 

CONTR: 

• 
DP BC 

I I ' ! I NEGOT DATE: I 
I I I I PROJ DATE: I 
I I I I 
I I I I 
I I I I 

* * * l STRUC IONS*** 

to JONATHAN BECKER: 
Please review Navar is proposed method pinpunched 6 /3/99 to 
reduce REI when ba ed on ye irrit~t ion. f approved, this 
methodology coul~be used for other chemicals as well as 
current product ( mamectin 100-904). Also being sent to 
Steve Weiss (HED and John Re den (RD/tox) . If questions 
call Tom Harris, 308 - 9423, rm 213 CM2 . Thanks. 

***DATA PACKAGE EVALUATION*** 

No evaluation ls written for his data package 

* * * ADDITIO AL DATA PACKAGES FOR HI S SUBMISSION*** 

BRANCH/SECTION DATE OUT DUE BACK INS CSF 

I 
I 

LABEL 
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DP BARCODE: D256646 

• 

,~( {1-Jr0 ,, l r 
CASE: OJ 9944 I 

SUBMISSION: S563186 U 
V I rl i 'tl.i'.I.TA PACKAGE R CORD 

~ BEAN SHEE'l, 
DATE: 06/07/99 
Page 1 of 1 

* * * CASE/SUB •1ISSIO IN ORMATION * * * 

CASE TYPE: REGI S'IRATION ACTION: 3 5 2 PROP 'EST PRO -A ~ D 
RANKING 5 POINTS () 
CHEMICALS: 122806 4 ''-Ep imethylurnino-4''-deo avermectin Bla and Blb 

ID#: 000100-00904 PROCLAIM 5 SG 
COMPANY: 000100 OVARTIS CROP PROT 
PRODUCT MANAGER: 04 TINA LEVINE 
PM TEAM REVI WER: THO.MAS HARRIS 
RECEIVED DATE: 06/03/99 DUE OU 

***DATA 

NSECT!C DE 
C'rION, INC. 

703-308 - 7055 
703-308-9423 

09/21 /99 

INFORMATION*** 

ROOM: CM2 
ROOM : C12 

5.000 0% 

219 
211 

DP BARCOD : 256646 EXPEDITE: N DA'l'E SEW!': 06/0 7 /99 DATE RET.: / / 

•
HEMICAL: 122806 4''-Epimethy l am'no-4''-deoxyavermectin Bla and Blb benzoate 
P TYPE: 001 

cs : y ·L : y 
ASSIGNED TO 

DIV: HED 
BRAN: IO 
SECT: IO 
REVR : 

DAE 
I 
I 

DATE OUT ADMI DUE DATE: 08/16/99 

• 

CONTR: 

DP BC 
256645 

I I NEGOT DATE: I 
I I PROJ DATE: I 

I I I 
I I I 
I I I 

DATA REVIEW INSTRUCTIO s * * * 
to STEVE WEI 
Please revi w Novartis proposed method (pinpunched 
to reduce I when it is based on eye irritation. 
protocol r sults in REI of 48 hours; Nov rtis says 
method wold support 12 hours. If approved, chis 

6/3/99) 
current 
their 

methodol gy could be used for other chemicals ~swell as 
current reduct (emamectin, #100-904). This is also being 
sent to Johnathan Becker (HED) and John Redd~n (RD/tax). If 
questi ns call Tom Harris, 308-9423, rm 213 CM2. Thanks . 

* * DATA PACKAGE £VALUATION*** 

* * * ADDI'l1 IONAL DATA PACKAGES fOR TBlS S 8 HSSION * * * 
BRANCH/SECTION 
IO/IO 

DATE OU'l' 
06/07/99 

DUE BACK 
08/16/99 

I S 
y 

CSF 
y 

I 
I 

LABEL 
y 
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Thomas Harris 

02/28/2002 06:00 PM 

To: Jack Arthur/DC/USEPA/US@EPA 
cc: Stephen Dapson/DC/USEPA/US@EPA, Kath leen 

Raffaele/DC/USEPA/US@EPA 
Subject: Emamectin Bean · REI El 

(Steve-FYI, Kathy-FYI last paragraph) 

Jack, 

ORE 
The new bean (D281275) takes care of your ORE work for t olerance 7F4845 (emamectin cotton, 
etc). It's actually a sub-bean S eve created under one of HED's two main bea ns for the tolerance. 

REI 
. 1 was also trying to figure out where we are on the 12-hour REI issue for emamectin. I remember 
tn,nking I had tied resolution of Syngenta's request to lower the REI (a lot: from 48 to 12 hours) to 
the tolerance so the work cou ld get scheduled and credited . I think I did that by noting the issue 
on some of the workplan drafts but the bean(s) are actually under one of the end-use products 
since that is where the REI text appears. The current open beans are only under 100-903 (I had 
duplicate beans under the other label 100-904 but it was getting too confusing so I dropped 
those). Looks like these beans are still open : 

100-903 
S563354 (352 test protocol; proposed method to reduce REI t riggered by eye irr itation) 

D265288 
D256726 

Unfortunately, the instructions in PRATS self-destruct when the database gets full so I have no 
idea what these beans were created for (I can't find a print from when I created them). I would 
suggest using one or both to resolve any issues regardi ng the REI. >>> Are we still on track to 
resolving the REI issue one way or the other? 

BTW, in case you're not tota lly confused yet, let me throw in another number. This is actually for 
avermectin, not emamectin, but I always forget that and wind up trying to track it down every 
time the emamectin REI issue comes up. Under 100-895 (avermectin techn ical) bean D265197 
is still open for the review of a confirmatory eye irritation study. I t hink Kathy Raffaele has th is; 
last time I checked it was still out for secondary review. Relevant kind of study, wrong chemical, 
it has nothing to do with the 12 hour emamectin REI issue. I'll try to remember that and not ask 
you about it!!!! 

Tom Harris 
EPA/OPPTS/OPP /RD/IRB 
(703) 308-9423 
harris.thomas@epa.gov 
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Thomas Harris 
06/20/2000 10:07 AM 

o: Jae Arthur/DC/USEPA/US@EPA, Jonat an Becker/DC/USEPA/US@EPA, Kathleen 
Rattae le/DC/USEPA/US@EPA 

cc; 
Subjec : 12 h REl protocol: will do w/ 7F4845 

Jonathan, Jack, Kathy: 

[see note be low FY IJ 

You each have beans from me rega rdi ng a Novartis protocol to reduce RE l's using 
dislodgeab le fo liar resi due data. Their specific request is to reduce emamectin from 48 
to 12 hrs but the approach might be useful for any chemical as well . [Becker: 
D256726; Arthu r: D265289; Raffae le: D265288] 

This work has become more involved than init ial expected and really needs to be 
worked into t he OPP workp lan so you all have t ime allocated for this review. To do this, 
we'll make it part of the upcoming analysis for to lerance petition 7F4845 (emamectin . 
fruiting veg, leafy veg, leafy Brassica veg, cotton). You haven't seen the beans or data 
for this tolerance yet but it was granted OP replacement and will be on the FY2001 OPP 
workplan. 

Hope t hat helps. I know this was getti ng to be more than we cou ld easi ly squeeze in so 
this way it will become part of a plan activity. 

•Tom Harris 
RO/ IRB 
308·9423 

P.S. • Kat hy, th is is separate from t he avermectin eye irr ita tion study review (0265 197) 
I sent you. That bean is due soon (it 's a condition fo r a product registration). That is a 
(hopefully) confirmatory study done using technical instead of end.use product to 
reso lve the eye tox category for avermectin. It's so easy to get these two chem ica ls 
mixed up. 

······· ······· ········ Forwarded by Thomas Harris/DC/USEPA/US on 06/20/2000 09:50 AM 

T omas Harris 
06/20/2000 09:50 A\1 

To: robert. wurz@cp.novart1s.com 
cc: Ti a Levine/DC/USEPA/US@EPA 
Subject: 12 hr REI protocol: will do w/ 7F4845 :~ 

Robert, 

Re: protoco l to reduce REI using DFR (specifically emamectin) 

I ment ioned t o you recently that EPA was having difficulty fitting in a review of your 
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5/20/99 rationale to reduce the re-entry interval for emamectin from 48 to 12 hours. 
Th is review was t urn ing out to be more complica ted hat ini tial ly thought and is 
involving a significant amount of t ime since it involves a previous ly subm itted study on 
dislodgeable fo liar residues on cele ry wh ich, unfortunately, had never been rev iewed. 
The amount of time required to review t he studies involved and then review the 
p roposed protoco l was exceeding our capacity to squeeze in along with regularly 
schedu led reviews . Therefo re , the REI protocol review needs to be official ly worked into 
the OPP workplan. 

We've come up with a solution which will hopefully move this along to a time ly (ok, 
that's a relative term) conclusion without formally involving he company priority 
system. OPP will fold the review of Novartis' proposal to reduce the emarnectin REI 
into the review of to lerance pet it ion 7F4845 (fruiti ng veg, leafy veg, Leafy Brassica veg, 
cotton). That tolerance was granted OP repl.acement status 11 /99 and is therefore 
included in t he OPP FY2001 workplan. OPP is currenlly fina lizing that workplan so I 
don't have any specific target dates yet beyond an FY2001 complet ion; l' II keep you 
posted . 

-Tom Harris 
OPP/RD/IRB 
(703) 308-9423 
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robert.wurz@cp.no11art1s.con1 on 03/03/2000 04:52:27 PM 

To: Thomas li arr is/OC/USEPA/US@ PA 
cc: 
Subjec : RE: Abar ectin notes Emarnect11 FYI 

Hi Tom. 

The notes from the Abamect in meeting on proposed E•fate studies were 
great. No changes at this t i me. 

Foll ow-up on the emamectin REI discussion we had. Novartis has 
another product that fa lls into the same situation with eye 
irritalion/48-hour REI parameters. The product is a fungicide called 
Ridomil Gold EC. We plan to make a similar argumen for Ridomil Gold as we 
did for Proclaim. As soon as we do I wi ll let you know and you can confab 
with the Fungicide branch on how to speed HED along. 

Have a great weekend . 

> Rober t Wurz 
> Regulatory Affairs 
> Novart is Crop Pro tec ion, Inc. 
> 336 632-2391 
> In the ability to dream rs the possibi li ty to ach ieve. 
> 
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robert.wurz@cp.novartls .com on 10/14/99 01:06:37 PM 

To: Thomas Harris/DC/USEPAJUS@EPA 
cc: 
Subject: DFA citation 

> Tom, 
> The citation for the Emamectin dislodgable study. 
> 
> MAID 44007903 
> Dunbar, D. (1996) Dissipation of Dislodgeable MK-0244 0.16 EC 
> Residues from Foliage of Celery when Applied with Non-ionic 
> Surfactants by Ground Equipment: Lab Project Number: 
> 618-244-93859: 001 -93-501 OR: 93859. Unpublished study 
> prepared 
> by Merck Research Labs; Plant Sciences, Inc.; and Agvise Labs. 
> 943 p , 

> 
> 
> Robert Wurz 
> Regulatory Affairs 
> Novartis Crop Protection, Inc. 
> 336 632-2391 
> In the ability to dream is the possibility to achieve. 
> 
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Jonathan Be<:ker 
10/14/99 09:54 AM 

To: Thomas Harris/DC/USEPA/US@EPA 
cc: 
Subject: Re: status of emamectin protocol review ~ 

Tom, 

I havent't gotten the topic together enough for a presentation to the Exposure SAC. Based on 
what I did before, I don't think we could make any decision concerning this specific chemical 
(versus the general approach of calculating an eye irritation REI) until the DFR study has been 
reviewed and secondaried and the toxicologist reviews the eye studies to see if they are 
adequate. Do you know the status of these? , 

Jonathan 

Thomas Harris 

I • ---·= 
Thomas Hanis 
10/14199 09:47 AM 

, 

To: Jonathan Becker/OC/USEPA/US@EPA 
cc: 
Subject: Re: status of emamectin protocol review _;".J 

Jonathan, 

When does the Exposure SAC meet? Do you have a target date for when this might be 
completed? The company is asking me about. Thanks. 

-Tom 

Jonathan Becker 

Jonathan Becker 
1 0/05199 12: 11 PM 

To: Thomas Hanis/OC/USEPA/US@EPA 
cc: Steven Weiss/OC/USEPA/US@EPA 
Subject: Re: status of emamectin protocol review _;'.) 

Tom, 

I had started working on this shortly after receiving the materials, but to tell you the truth, it was 
buried on my desk under the press of other tasks. I will dig it out and present it to 1'he 
Exposure SAC for discussion. 
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Sorry , 

Jonathan 

Thomas Harris 

To: 

Thomas Harris 
10/05/9910:08 AM 

Steven Weiss/DC/USEPA/US@EPA. Jonathan Becker/DC/USEPA/US@EPA 

cc: 
Subject: status of emamectin protocol review 

RE: EPA reg# 100-904 
$563186 , 
0256645 (Jonathan) and 0256646 (Steve) 

Just checking on the status of a protocol rev">ew I sent each of you last May concerning 
emamectin. The registrant is trying to reduce the re-entry interval based on a sort of 
"dlslodgeable foliar residue" methodology to reduce the REI when based on eye irritation. Do 
you have a target completion date? Just reply to this note or give me a call. Thanks. 

-Tom Harris 
RD/\RB 
213 CM2 
308-9423 
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Mr. Thomas Harris 
Office of Pesticide Programs H7504C 
U.S. Environmental Protection Agency 
401 M Street S.W. 
Washington, DC 20460 

//){)- qt) J 
l~c?·i..ttJ'f 

SUBJECT: EMAMECTIN BENZOATE: PP NO. 6F4628; 
PROCLAIM™. EPA REG. NO. 100-904, . 

Novartis Ctop Protection. lnc. 
PO Box 18300 
Greensboro . NC 274 9-8300 
WWW co . .JS.'1 ova rt IS.CO m 

el 336 632 6000 

• ' " r • 

,. r-r, 

, ' ' . . . 
• • • 

• 
•••• .. . 
• • • . , 

, .. 
~ (' ' t 

• 
• , r 

< ' ' [ t , , 

' ' . , . , .. 

RATIONALE FOR A 12-HOUR RE-ENTRY INTERVAL (REI) 

Dear Mr. Harris, 

Novartis has received the 5/10/99 HED denial of our request to reduce the Proclaim REL 
Novartis disagrees with the decision. but believes EPA has provided the opportunity to 
present a reasonable and conservative rationale for reducing the REI while preserving 
excellent worker safety. The last sentence of the review states that .. The Agency 
welcomes the submission of possible mechanisms for determining REis based on skin 
and eye irritation potential". 

• Novartis presents in this letter the following additional information regarding the 
appropriate establishment of a 12-hour REI: 

♦ Using DFR data, primary eye irritation data and conservative assumptions, Novartis 
has calculated a "Tier l" assessment for ocular exposure and risk. The assessment 
demonstrates a large margin of safety for Proclaim even at 0-hours after application. 

♦ The use of Proclaim will overall increase worker safety when it replaces toxic 
ins~cicides, such as organophosphates, that result in much larger exposures and 
lower margins of safety. 

♦ Low contact and low exposure characterize re-entry activities that will occur in the 
field between 12 and 48-hours after application. 

Page I of8 
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Assessm nt for Ocular Exposure and Risk 

To determine a reasonable method to assess ocular safety, we first as urned that the 
primary route of eye exposure is via the hand. From that point, there are three steps take.I,) , 
to complete an exposure anq risk assessment. · , r ' ; 

♦ Calculate the amount of residue transferred from the treated foliage to the hands. ~ • 
f' t •• 

• • ,. .... 
♦ Determine a benchmark dose associated with an eye irritation effect that corre pond to a. I 2· • 

hour REI. ' , I ' r, , , r ; , . 
t r , f" r 

♦ Calculate the amount of residue transferred from the hands to the eye. Compare the 
transferred dose to the benchmark dose to determine a relative margin of safety. 

Re•entry Dermal Exposure 

. ' . 
t • .. 

• •• • • • • • • • 

In order to asses the hand to eye tran fer of residues, the dermal exposure must first be 
predicted. Applications of Proclaim will result in re idues of the active ingredient on th 
treated leaf urfaces, which then might be available to be dislodged by dennal contact 
with workers. The amount of active ingredient available to be dislodged was detennined 1,1_,-1..c;,L 

TM /11/flll 
in a foliar dislodgeable residue study conducted in 1993 with Denim · (code name MK- 'l'/OP?C/O :J 
0244 0.16 EC). The study was conducted at Plant Sciences, Inc., in the coastal town of /q'!6 
Watsonvi11e, CaJifomi~ adjacent to the Salinas ValJey. Two groundboom applications, 7 
days apart, were made to celery at 0.015 lb ail A. Leaf disk samples were colJected prior 
to each application, post•application, and at 1, 3, 7, and 14 days after the second 
application. The leaf disk residues were dislodged at Plant Sciences, Inc. in an aqueou 
Triton X-100 olution before being frozen and ent to the Merck Research Laboratories in 
Rahway, New Jersey for analysis. 

Results from the study showed thal the dislodgeable residues dissipated to less than the 
minimum quantifiable limit by 6 days after application. At the average time 0, 
immediately fo11owing application, residues were low, 0.00473 ug/cm2 and repre ented 
approximately 2 to 3 % of the application rate. A log (natural Jogarithm)-linear 
regression curve was generated with an R value of--0.989. The half•life was determined 
to be 15.6 hours. The di lodgeable re idue and half.]jfe are expected to be the rune for 
Proclaim. 

The regression curve was used to detennine the dislodgeable foliar re idue (DFR) at 
various time points following application; this was then used in the following equation to 
detemtlne the exposure levels to re•entry workers coming into contact with the treated 
foliage. A transfer coefficient of 1,000 cm2/hr was used to represent dermal transfer 
during activities such a couting and irrigation (HED Risk Assessment, 1999). It i 
assumed that a re.entry worker would spend 8 hours per day in a field, or in multiple 
fields, that had been treated with Denim or Proclaim. The ARTF Scope Survey lists the 
average time spent per day performing variou re-entry activitie . The activity of 

Page 2of8 
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irrigating ranges from an average of 3 hours per day to 7 .5 hours per day in lenuce and 
broccoli; whereas couting averages only 0.3 to 4 hours per day in broccoli. Based on 
these survey vaJues, an estimale of workjng 8 hours per day in a treated field would 
provide a conservative estimate of exposure. 

Exposure= DFR (ug/cm2
) x TC (cm2/hr) x Time (hr/day) x 0.001 mg/ug x (1/70 kg) 

, I l ol' ~ 

Exposure (t=O) = 0.004732 ug/cm2 x l,000 cm2/hr x 8 hr x 0.001 mg/ug( (ff'/5) kg) , , r, 
r ~ 

Exposure (t=O) = 5.4 x l O mg/kg/day 

r " ,. , r ~ 

' , 

Exposure was then compared to the NOEL of 22.1 mg ai/kg/day from the 21-day rabh~t : ': , 
dermal toxicity study (MR.ID No. 42743625). This would be the mo t appropriate .. 

• C 

toxicological study to use as the primary route of exposure to workers is through the sk.trt.' 
The margin of exposure (MOE) is calculated by dividing the OEL by the exposure 
value. An MOE of 100 indicates acceptable risk. The MOEs for various re-entry 
intervals are listed in Table 1. Even at time 0 (immediately following application). the 
MOE for anticipated expo ure to Proclaim or Denim i around 40,000, which i 400 
times the acceptable risk. indicating wide margin of af ety. 

Table 1: Margins of Exposure for Workers Re-entering Emamectin Benzoate Treated 
Fields at Various Time Intervals Afler Application 

Time After Application DFR {ug/cm2
)

1 Exposure MOE 
(Hours) (mg/kg/day) 1 ( OEUExposurc) 

0 0.004732 5.4 X 10-4 40,863 

4 0.003962 4.5 X l0-4 48,811 

8 0.003327 3.8 X 10-4 58 304 

12 0.002777 3.2 X 10-4 69,643 

24 0.001629 1.9 X 10-4 118,694 

' 48 0.000561 6.4 X 10-5 344,766 

1 active ingredient 
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Ocular Effects Benchmark 

In the acute eye irritation experiments, severe eye irritation was ob. erved in rabbit after 
admini tralion of 100 µ1 (28 mg) of emamectfo benzoa1e technical (MRID No. 
42743615). The changes were not reversible within the observation period of 21 day 
which put the test material into toxicity category I. A primary acute eye irritation study 
with 100 µI of the formulated 5 SG product, equivalent to 5 mg of emamectin benzoate; 
resulted in only slight eye irritation, which was completely reversible withtn Sf d~ys. anpJ, 
toxicity category ID rating (MRID No. 43824005). (A study was also done ,.~n~ the ',,,,' 
formulated 0.16 EC product, which also resulted in a ranking of toxicity category I. , , 
However the eye initation is attributed to lhe hexanol olvent at >50% in\}}~ , , 
fonnulation.) The experiments show that the everity of the irritation reaction in the , 
rabbit eye is clearly related to the amount of test material administered. In both tests,' t'!l3 ,' 
active ingredient was deposited in the conjunctiva} sac and brought into contact with ~hr. · , 
cornea of the rabbits in the fonn of one concentrated droplet. In contrast, the potential 

1fo~' 
occular exposure to re-eptry workers would occur from repeated smearing with very 
small amounts of finely di per ed material, which will immediately be diluted by the tear 
film of the eye. It further has to be kept in mind that the test system in rabbits generally 
shows a greater sensitivity than the human eye and therefore tends to over-e timate 
hazard. 

Re-entry Eye Exposure 

In calculating the ocular exposure a sessment, we assume that some of the dislodgeable 
residues might find their way into the eyes of a re-entry worker and that the most likely 
route of re idue transfer is from hand to eye. Since the mode] for re-entry expo ure doe 
not explicitly establish how much residue would be on each body part, we will 
conservatively assume that the entire dermal exposure is concentrated on the hands. In 
order to determine how much residue would be on the hands immediately foJJowing 
application, the exposure value at t:;;() of 5.4 x 104 mg/kg/day is multiplied by the default 
body weight of 70 kg to obtain 0.0378 mg of residue. This total residue is conservatively 
assumed to be the maximum amount of residue that would accumulate on both the 
worker's hands following 8 hours of contact with treated plants. If a worker were to 
tran fer 50% of the amount from one hand to one eye, he would depo it 0.00945 mg of 
the active ingredient into the eye. This amount is approximately 3 orders of magnitude 
les than a dose that would result in a light effect. 

The following table presents the potential amount of residue on the hand and the potential 
amount that could be tran ferred to the eye along with the corresponding MOE. The 
MOE i~ calculated using the 5 mg as an observable effect level that corresponds to slight 
reversible eye irritation and is associated with a 12-hour REL The MOE values are 
calculated using the extreme assumptions above. and also using less extreme but still 
con ervative assumptions (50% dermal residue on hands; 20% transfer from hand to eye). 
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' TalU~ 2: Conservative Model for Potential Amounc of Activ,e Ingredient Transferred to 

the Eye and Corresponding MOE 

·--
Time After Hand Amount Worst Case MOE I, C . l onservauh,-!: MOE· 

Residue1 
1·- r · 

• Applic.,ation (mg} Transferred to (5 mg/exposure) . ' " (5 mglex:pusule) 
~ (I D 

(Hours) .- Eye2 (mg) 
-

0 0.03786 0.00.946 528 
' I I 

4 OJ.13169 0.00792 631 

I 
8 0.02653 0.00663 754 

12 0.0:2221 0.00.5:55 I 900 
I 
I 

24 0.01303 0.00326. 1535, 

48 0.00449 0.00[ ]2 4457 

'Assumed 100% of the total bodily residue .is. localed on the hands 

2 A.~sumed 5,0% of !:be residue on one: hand is m1nsferred to the eye 

' 
,, .. 

' r f' ,r ~ t} ,. 
- -. 
• r 

r l '!f' !i" 

I 
( ' ' ' 2&,i,1 

' ~ ... ,. 

' ' . ] 'i.5'.1 
' 

- ,, r 
r , r,. 

3769 

4502 

7673 

22286 

3Cakulalion based on 50% of the iotaJ ood ily i:iesic:lue is located on the hamlls and 20% of the 
re:sidu_e on one hand is transferred to the eye: 

As a comparison, in. mder m deposit 5 rn,g of emamectin benzoate, the amount that elicits 
a ·slight reversible effect (12-hour RED, into the ey,e; a worter would have to accumulate 
10 mg of residue on his !hand. This scenario would be- physical]y and logisticailly 
impossible as it wou~d require that 1500% of the applied rate wo,u!d have to be dislodged 
from the plants. or. assuming a 3% di:sfodgeable residue value (as dete:rmi!ned in the DFR 
study), the work.er would have to work for aipp,r,oximately 4500 hours. 

Based on the calcuJaition of transfer from the hand to the eye and the e.xperimentaJ 
wx.ichy data oudine.d above, it is highly unfikely that any eye irritation due to pesticide 
residues. wiU arise in nu.mans :reaentering fields that have bee.n sprayed with Proclaim or 
Denim. 
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Opportunity for \Vorker Risk Reduction via the U e of Proclaim and Denim 

The use of Proclaim and Denim has the potential to reduce the risk to mixer/loaders, 
applicators and field workers when compared to the use of alternative toxic products. 
Both Proclaim and Denim offer an advantage due to their very low use rates and the very 
small amounts of dislodgable residue. If Proclaim and Denim are burdened with a 48- . 
hour REI, the use of the p£04uct will be reduced greatly. The REI is one onlij;~pects of: 
a pesticide considered by growers when making purchase and application ~isJpns. ft:, : : : ~ 
48-hour REI would put Proclaim and Denim into the same REI category as sevt!'"tal 
organophosphate and carbarnate in ecticides and wor e than most others. V/!i,.,q 
considering which of these products to use, the grower would most likely chob'se an 
organophosphate or carbamate for the following reasons: r t 

r ' 

r I C 

• Organophosphate and carbamate products are cheaper than emamectin benzoate ' ' t t 

products. 
• Organophosphate aiid carbamate products are less selective than emamectin benzoate 

products. 

Many of these organophosphate and carbamate products, however, have issues with 
worker exposure. Several of the organophosphate risk assessments released by EPA to 
the public have calculated margins of exposure that are unacceptable. In addition, these 
products are used at active ingredient (ai) rates 45 lo 100 times greater than Proclaim and 
Denim. EPA has calculated the predicted worker exposure risks for both Proclaim and 
Denim and found wide margins of safety. Therefore, the substitution of these 
organophosphate and carbamate products with emamectin benzoate products would 
improve worker safety. 

Proclaim and Denim with 12-hour REI's are projected to replace a substantial amount of 
the use of certain organophosphate and carbamate products. Table 3 demonstrates the 
numbers of acres projected to be treated with Proclaim and Denim at the expense of less 
safe products. In total, worker safety could be improved on at least 812,379 acres per 
year in the US. In fact. this enhancement of worker and food safety has convinced 

ovanis to submit a Reduced Ri k rationale for the next emamectin benzoate petition. 
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Tabl&,3. Replacement Potential of Proclaim and Denim with 12-hour REI for 
,<' I C dP ed urrentan ro oos uses 

"" 

Product Max. Acres Signal Word % Load Projected Total Projected 
Single Treated and REI Reduction Emamedin Reduction_in 

App. Rate with (hours) on a Per benzoate .i\cr es Treated 
(lbs ai/A) Product Acre Basis Acre Share with 

• C 

% ' r4'. t~ative 

Use Patt.ems for Imectiddfs Tan:eti H Leoidooteran Species In Cole Croi, ln~ U.S. duiine 1998. 
-

Endosulfan 1 5400 Danger- 99% :J/Jflpr • t. • 
(Thiodan) Poison, 24 

(' r '""' 1080 ' ( ' r 

Methomyl 0.9 56,060 Danger- 98 % 15%', . ' '. 
fla.nnate) Poison. 48 

( l ( r ~ c 14,015 

ChJorpyrifos 1 34,397 Warning. 24 99% 25% I ' r 

(Lorsban) 
t IC, 8599 

Use Patterns for Insecticides Tareetin2 Lepidopteran Species in Leafy Ve2etables in tl,i<U.S. (1998) 
Endosulfan 1 12.912 Danger- 99% 20% 

2582 . Poison, 24 • Methomyl 0.9 428,735 Danger- 98% 20% 85,747 
Poison, 48 

Acephate 1 114,543 Caution, 99% 20% 22.909 
(Orthene) 24 

Thiodicarb 0.75 90.836 Warning, 98% IO% 9084 
(Larvin) 12 

Use Patterns for Insecticides Tarl!:etini Lepidopteran S >ecies in Fruitin2 Vegetables in the U.S. (1998) 
Endosulfan l 22,700 Danger- 99% 20% 

4540 
Poison, 24 

Methanudophos 1 7,000 Danger- 99% 20% 
1400 (Monitor) Poison,48 

Methomyl 0.9 309.476 Danger- 98 % 20% 61895 
Poison, 48 

Use Patterns for lnsecticides Tar2etin2 Lepidopteran Species in Cotton in the U.S. durinl!.1998 

• Profenofos I 425,592 Warning 99% 20% 85,118 
{Curacron) 48 
Methomyl 0.45 278,172 Danger- 98% 25% 69,543 

Poison. 48 
Chlorpyrifos 1 275,014 Warning, 99% 30% 82,504 

24 
Thiodicarb 0.9 249.922 Wamin£, 12 99 % 30% 74,977 
Acephate 1 207.605 Caution. 24 99% 10% 20,761 
Use Pattems for Insecticides Tar2eting Lepidopteran Snecies in Tobacco in the U.S. durinl? 1998. 

Endosulfan 1 82,827 Danger- 99% 20% 
16,565 

' Poison, 24 
Acephate 0.75 900,037 Caution, 24 99% 25 % 225,009 
Methomyl 0.45 130,257 Danger- 98% 20% 

26051 Poison, 48 

Total 812,379 
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Re-eotry Activities for Proclaim and D nim are Low Expo ure 

Low tontact and low e posure characterize the activities that will o cur in the field between l ~ 
and 48-hours after application. The pre-harvest interval (PHI) for Proclaim SG and Denim i 7 
day . Therefore. harvesting acti itie will not take place immediately following application. 
Only low exposure activities uch as thinning, wee.ding. moving irrigation pipes. and applyinr 
fertilizers or pesticides would occur in the time between 12 and 48-hours after application. 

The ARTF (Agricultural Re-entry Task Force) conducted a large-scale sur ey of growers 
througboul the United State and Canada regarding what types of re-entry activit)ts c.xi,,.;t and the 
potential for bodily contact with the crop. The development implementation, anri evalnation of 
the survey were done with input from technical representatives from the U.S. EPA, C!)PR, anr 
Health Canada. The completed urvey was ubmitted to EPA in March of 1999, a11J l1as the 
MRID number 4480260 I. The data coll cted in this survey was evaluated and grouped into 
clusters which contain various crop-activity combinations that resulted in similar contact wit:-t 
four major body parts (leg . hands, forearms, and upper body). The higher the cluster numbt>:r, 
the smaller the contact with the crop. The cluster numbers range from 1 to 28. 

Activities that must occur soon after an in ecticide application are thinning, hand-weeding. and 
irrigation; these tasks fall into clusters 26, 26, and 28/23 for broccoli and clusters 26, 22/26. and 
22 for lettuce, respectively. The higher cluster number indicates relatively less proportion of 
contact for each body part with the treated plant. For instance, in setting up irrigation sy t m in 
mature lettuce field , it is e timated that percent of the hand in contact with foliage i 67% while 
upper body contact is 20%. Although these numbers are subjective measurements, they do give 
an idea of relative contact with the crop. Ba ed on the cluster these activities fall into, it is 
apparent that these are not high contact activities. 

In conclusion, Novartis has justified the establi hment of a 12-hour REI for Proclaim by the 
following reasons. 
♦ Novartis has demon trated a reasonable and conservative method to asse ocular risk due to 

re-entry activitie . 
♦ Proclaim has wide margins of safety with respect to re-entry ocular exposure and risk 

immediately following application. 
♦ The increa ed use of Proclaim due to a 12-hour REI will displace other products that have 

worker exposure issues. 
♦ The activities performed between 12 and 48 hours after application are low contact and re ult 

in low exposure. 

Novarti respectfully requests that the Agency approve . with all due ha te, a Proclaim label 
amendment for a 12-hour REI. If you have any questions or comments, please contact me at 
(336) 632-239 J. 

Ro ert ~- M. Wurz. Ph.D. 
Senior Regulatory Manager 
R guJatory Affairs 

cc: Mr. Arnold Layne 
Ms. Tina Levine 

Page 8 of 8 
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ll) NOVARTIS 

May 13, 1999 

Mr. Thoma. Harri · 
Office of Pesticid Program H7504C 
U.S. Environmental Pr tection Agency 
401 M Street S.W. 
Washington, DC 20460 

SUBJECT: EMAMECTIN BENZOA TE: PP 0. 6 4628; 
PROCLAIM™, EPA REG. 0. 100-904. 

Novartis Crop Protection. Inc. 
P.O <lit 18300 
Greensboro., C 27419 8300 
v.-v,w.cp. JS.'lovart ,s.com 

1el 336 632 000 

•• •••• • • • - . 
•• •••• . ~ 

•• 
• • •••• • 

••• • • • ••• • 
• ••• • • • ••• 

~ . 
•••••• • 
••• • • • •• • 

• 
• • • • • •••• 

REQUEST FOR A M TING TO DI CUSS THE RA TIO 
12-HOUR RE-ENTRY INTERVAL (REI) 

AL FQR~ 
• • •••• 

Dear Mr. Harris, 

ovartis has received the 5/10/99 HED review of our request to reduce the Proclaim REI. 
While ovartis i di appointed with the outcome, we believe EPA has provided lhc 
opportunity to pre ent a reasonable and con ervativc rationale for reducing the REI while 
preserving excellent worker safety. The EPA states in the last sentence of the review that 
"The Agency welcomes the submission of possible mechanisms for determining REI 
based on skin and eye irritation potential". 

• Novartis requests a meeting with EPA to pre ·ent and discuss lhe following additional 
information regarding the REI: 

• U ·ing DFR data, primary eye irritation data and conservative assumptions, Novarti 
has calculated a " ier I" assessment for ocular exposure and ri. k. The a ·e . ment 
demonstrates a large margin of safety for Proclaim even at 0-hour after application. 

• The use of Proclaim will overall increase worker safety when it replaces toxic 
insecticides, such a organopho phatcs, that re ult in much larger exposures. 

In order to expedite thi process, NovartL would be delighted to meet with the Agency on 
any of the following dates: May 19, 20, and 21. ovartis reque t. the attendance of 
Steven Weiss, Richard Loranger, Tom Harris, Arnold Layne in addition to other persons 
that the Agency believe are instrumental to achieving area ·onable and timely re olution 
of this issue. 
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If you have any questions or comments, please contact me at (336) 632-239 J. 

Robert E. M. Wurz, Ph.D. 
Senior Regulatory Manager 
Regulatory Affairs 

cc: Mr. George LaRocca 
Mr. Arnold Layne 

•••••• • • • • • 
•••••• • • •• 
••••• • • ••••• 

•••• • • •••• 
• ••• • • • •• • 

• 
• • •••••• • 
••• • • • ••• 

• 
• •• • • • •••• 
• •• • • • •••• 
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To: Thomas Harris/OC/USEPNUS@EPA 
cc: 
Subject: Proclaim REI 

Tom, 
FYI, in case you had not received the Proclaim REI review. Novartis has an 
internal meeting tomorrow morning. We will work out a response and meeting 
request with some "meat'' in it and FAX it to you in the afternoon. 
Regards, 
Robert 

-Original Message--
From: La Rocca. George@epamail.epa.gov 
[mailto:LaRocca.George@epamail. epa.gov] 
Sent Wednesday, May 12, 1999 12:30 PM 
To: Wurz Robert CP USGR EXC 
Subject Re: E-ma il address 

Here is our response to your March 16, 1999 rationale for a 12 - hour 
re-entry 
interval. In responding you should also be more specific in identifying 
what 
hand tasks are sensitive to a 48 hr REI. We don't believe any of the tasks 
you 
have identified are time sensitive or not already allowed under the WPS 
program 
regardless of thr REI. 

George LaRocca 

John Leahy 
05/11/99 02:45 PM 

To: George Larocca@EPA 
cc: 
Subject: REI memo 

Here's the memo 
--------- Forwarded by John Leahy/DC/USEPA/US on 05/11/99 02:53 
PM 
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Steven Weiss 
05/11/99 02:37 PM 

To: John Leahy/DC/USEPNUS@EPA 
CC'. 

Subject REI memo 

(See attached file: D254469.mem) 

IGJ. D254469.mem 
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To: Thomas Harris/OC/USEPNUS@EPA 
cc; 
Subject Re: HEADS UP/Emamectin benzoate REI Issue 

fyi 
----------- Foiwarded by George LaRocca/DC/USEPNUS on 05/05/99 03;23 PM-------, 

' ~ 
• . . • . • . - .•. - . - f) 

To: Donna Davis/DC/USEPNUS@EPA 
cc: Steven Weiss/DC/USEPA/US@EPA 
Subject: Re: HEADS UP/Emamectin benzoate REI Issue 1J 

Donna -Arnold Layne will be contacting you to further discuss this issue. I did speak with John 
Leahy(who is on leave until next week) after he spoke with Steve and got the scoop on this. I thought 
after talking to John that Steve was finishing a draft response to Novartis March 16th rebuttal . If the 
answer is no I think we have to explain why rather than just say it is "WPS policy" especially in light of their 
referencing post application exposure and crop dislodgeable residue data. Novartis is ready to come in 
now with additional info if necessary to support this change. I will talk to John when he gets back about 
entertaining a meeting with Novartis but I am not sure he wi ll want to do it alone. The other wrinkle is this 
chemical passes on to Tina's Branch after registration so our team will eventually be out of the loop. 

George LaRocca 
Donna Davis 
f -~----~-· ,. 
,.. ... 1,,. .,.J..." _;,• ... 
• I 
j -!• • d Donna Davis 
. . {,.~,. .. , 05/03/99 04:34 PM 

To: George LaRocca/DC/USEPNUS@EPA 
cc: Arnold Layne/DC/USEPNUS@EPA, Linda Arrington/DC/USEPA/US@EPA, Steven 

Weiss/DCJUSEP AIU S@EPA 
Subject Re: HEADS UP/Emamectin benzoate REI Issue ~ 

George, 
The 48 hr REI is a matter of WPS policy. Steve has looked at the rebuttal for both emamectin and 
avermectin and concludes that it does nothing to change the existing WPS policy. Steve has other more 
pressing work right now and since the company has not provided anything significant that would change 
the ruling, that is a lower priority . 

I was under the impression that Steve had spoken with John Leahy and that John would attend a meeting 
if the registrant needed one. The issue is bigger than these two chemicals, it would be a matter of 
changing WPS policy - that is not going to be resolved by a single ORE rev iewer. 
Donna 
George LaRocca 

t 
.:1:.. - ., - -

To: Arnold Layne/DC/USEPA/US 
cc: Donna Davis/OC/USEPNUS@EPA, Linda Arrington/DC/USEPNUS@ PA 
Subject HEADS UP/Emamectin benzoate REI Issue 

Arnold - I spoke to Dick Fulner of Novartis today who intends to call you next week to schedule a meeting 
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with us(Jim, if avai lable ) and HEO to discuss retention of the 12-hour REI for use of emamectin on head 
and stem brassica, lettuce and celery. HED calls for a 48 REI to comply with the WPS. This is based on 
a Tox Cat 1 classification for primary eye irritation. 
Novartis was looking to meet either on the 6th, 12th, or 13th of May. Novartis claims that a 48 REI 
would be a significant hindrnnce to use the product and that they cou ld not get it registered in the States 
with such a restriction. They submitted their rationale for 12 hr REI on March 16th, 1999. It is currently 
in HED and I believe a response{negative) is being prepared now(Donna- Is that oorrect?) 

l told Dick that it would not be appropriate to schedule a meeting until HED completed their review and 
Novartis had the opportunity to assess our arguments after which we would determine the need for a 
meeting. I indicated that for purposes of reg istration of Emamectin next week they would have to place 
the 48 REI on their labeling. They agreed to make the label change for registration purposes but were 
going to agressively pursue the change. 

George LaRocca 
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robort.wurz@cp.novartis.com on 05/04199 05:24:04 PM 

To: Tina Levine/DC/USEPA/US@EPA, Thomas Harris/DC/USEPNUS@EPA 
cc: dick.feulner@cp.novartis.com 
Subject: Emamectin benzaote/Proclaim REH 

Tina & Tom, 
I just ta lked with George LaRocca about the emamectin benzoate REI issue, 
and he indicated that you two would really be handling this issue since 
registration is imminent. I wanted to reinforce that the 48-hour REI is a 
serious issue for the product. I ask for your support in moving HED to 
finish any comments they have for us and scheduling a meeting to discuss the 
REI. In this effort, We've received verbal affirmations of support from 
Jim Jones and Arnold Layne . 

We have done some preliminary work based on the sketchy information we have 
concerning HED objections to our proposed REI. We've discovered that the 
product is safer for reentry than we thought. 
For example: 

* Re-entry activities associated with Proclaim are low-contact 
activities based on ARTF scope survey results 
~ Calculations of amount of active ingredient transfered to eye showed 
it to be 1 O0OX less than a dose that causes only a mild, reversible effect 
(tox catagory Ill). 
• Data from the DFR study support a 4-hour REI. 
I hope we can quickly resolve this issue with your help. 

Regards, 
Robert Wurz 
Novartis Crop Protection 
336 632-2391 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

John Hott 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

APR 1 9 aio2 

re: Emamectin Benzoate Technical , EPA Reg . # 100-902 
conditional registration extended until 5/1 /03 

Dear Mr. Hott: 

OFFICE OF 
PREVENTION, PESTICIDES A.ND 

TOXIC SUBSTANCES 

The above product was conditionally registered on 5/19/99 with an expiration date of 
5/1/02. This letter serves to extend the conditional registration expiration date for this 
product for one year, i.e. until 5/1/03. This will allow additional time for execution, 
submission, and review of the estuarine/marine invertebrate life-cycle study (guideline 
OPP 72-4b = OPPTS 850. 1350) which is noted as a requirement on the Notice of 
Registration for EPA Registration numbers 100-903 and 100-904. A request to waive 
this requirement was denied by EPA on 6/1/01. The study must be submitted to EPA 
sufficiently in advance of the registration expiration date to allow EPA to review the 
study and determine if it is acceptable. Once this remaining data gap is filled EPA may 
issue an unconditional registration for all three products . 

If you have any questions please contact me at (703) 308-9423 or 
harris.thomas@epa.gov. 

Yours truly, 

Thomas C. Harris, Biologist 
lnsecticide-Rodenticide Branch 
Registration Division (7505C} 

lhtemet Address (URL)• http:/twww.epa.gov 
Rec:ycled/Recyclablt • Pmted with Vege4able 01 Based lnb on Recyded P~r (Mlnlmum 30% PostooMUmer} 

Page 1 of 1 
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john.hott@syngenta.c 
om 

To: Thomas Harris/DC/USEPA/US@EPA 
cc: 

04/ 12/2002 09 :53 
AM 

Subject: Emamectin mysid study 

Tom, 

We wo l d aFp.::e ciate an ex.tension on t he emamect· n mysid s tudy " to be 
s ubmi t ted" by August 1st , 2002. Thank you for yo h ep ! And , plea se l e t 
me know if thi s t i mef ame is OK. 
John 

John L. Hott , Ph . D. 
Regul atory Product: Manager 
dy~genta Crop Protection, In~, 
Regu l t o r y Aff a irs 
P . O. Box 18 300 
Gr eesnboro , NC' 274 1 9 - 8300 
336.632.1096 Office 
336. 292. 637 4 FJi..X 
john.ho t@syngent a . com 
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April 16, 2002 

John Hott 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27 41 9-8300 

re: sample preparation (washing) for market basket surveys 

Dear Mr. Hott: 

OFFICE OF 
PREVENTION. PESTICID S AND 

TOXIC SUBSTANCES 

During a recent conversation you mentioned that Syngenta was planning another market basket 
survey. Having heard rumors that OPP may have some concerns with the sample preparation 
procedures in the recent avermectin market basket survey I decided to look into the question. My 
goal is to resolve any procedural issues before you conduct the next market basket survey and thus 
head off any potential problems . 

The issue concerns washing the commodity during sample preparation. Your procedures for the 
avermectin market basket survey included the following directions (for apples, in this case) which 
you stated were taken from the organophosphate market basket survey: 

"Wash the apple under medium-flow cold water for approximately 15-20 seconds, 
rubbing gently. Allow the apple to drain for at least 2 minutes on paper towels on a 
flat surface. " 

Close, but not quite correct. Our Health Effects Division has advised me that sample preparation 
should follow the PDP protocol which states: 

"Wash each apple under cold running tap water for approximately 15-20 seconds to 
assure that all surfaces of the apple have been rinsed. Allow to drain for at least 2 
minutes on paper towels on a flat surfaoe ." 

The main d ifference is that the PDP protocol specifies that most commodities should NOT be 
rubbed or scrubbed. There are a very few exceptions (carrots, potatoes, sweet potatoes) where 
"gently scrub" under cold running tap water is specified. The PDP protocols are available on the 
internet at: 

www .ams.usda.gov/science/pdp/soos. htm main page 
www .ams.usda.gov/science/pdp/labop03.pdf sample preparation 

For future market basket surveys ~e .request that you follow the PDP guidance cited above. 

If you have any questions or comments please contact me at (703) 308-9423 or 
harris.thomas@epa.gov. 

Yours tru ly, 

/;/ 
Thomas C. Harris, Biologist 
,lnsecticide-Rodenticide Branch 
Registration Division (7505CI 

Internet Addn.s.s (URL) • ht1p:/twww.epagov 
R1cyclad/Reeycli1bla •Prlnled with Vegetable 0 11 Based Inks on Recyded Paper (Minimum 30~, Postconsumer) 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTO . 0 C 20460 

J4.N 2s am 
OfF ICE OF 

PREVENTIOO. PESTICIDES ANO 
TOXJC Sl.JeSTANCES 

John Hott 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

re: Emamectin Benzoate, pc code 122806 · [ 
Analytical Chemistry Methods (MRID # 428689-04, 438501-25) for vegetables - }~"0 

(including leafy vegetables and cole crops) (tolerance petition 6F4628) - c'Y"/--11./) 
acceptable, samples of degradatea required 1J~ 

Dear Mr. Hott: 

Enclosed please find a copy of the following EPA documents regarding a tolerance 
method validation of a proposed enforcement method for residues of emamectin on 
broccoli, et al submitted in conjunction with tolerance 6F4628: 

1) PP#6F4628. Emamectin Benzoate on Broccoli, Brussels Sprouts, 
Cabbage, Cauliflower, Lettuce, and Celery. Tolerance Method Validation 
Prereview of the Proposed Residue Analytical Method ... (MRID 428689-
04 ). 1/27/99 . 

2) PP#6F4628. Emamectin Benzoate on Broccoli, Brussels Sprouts, 
Cabbage, Cauliflower, Lettuce, and Celery. Tolerance Method Validation 
Request. (MRID 428689-04, 438501 -25). 6115/99. 

Please note the following: 

The 6/15/99 review slates that EPA received but did not validate a method using 
LC/MS (MRID 445963-01). EPA comments are inciuded in the review and the 
registrant is encouraged to further develop and submit for validation a LC/MS 
method that would quantitate all five analytes without the need for derivatization. 

The registrant is reminded that they must submit a 5 gram sample of each of the 
four degradates used in the tolerance expression to the EPA National Repository 
as per Guideline 830.1900. Also, please see note 5(8) in the 6/15/99 review 
concerning nomenciature. These samples are in adcJition to the sample of the 

Page 1 of 2 

Internet Address (URL) • h1tp:JJwww.99a.gov 
Racyclecl/R.eycllb4• • Prinled with Vege1al> ON Sued Inks on Req'Cled Paper (Mil'lmum 30% F>oslconsumer) 



230

• 

' 

technical grade emamectin benzoate required in EPA's letter dated 9113/2001 
accepting the recent change in formulation for your technical grade emamectin 
benzoate product (EPA Reg. # 100-902). The samples should be sent to: 

Mr. Francis Griffith 
EPA/OPP 
Analytical Chemistry Laboratory 
701 Mapes Road 
Fort Mead, Maryland 20755-5350 

If you have any questions please contact me at (703) 308-9423 or 
harris. thomas@epa.gov. 

Yours truly, 

Thomas C. Harris, Biologist 
lnsecticide-Rodenticide Branch 
Registration Division (7505C) 

enclosures (2) 

~ /ra~ t'fl/"7 

Page 2of 2 
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MEMORANDUM 

UMITED STATES EN'/IROMMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

Analytical Chemistry Branch 
701 Mapes Road 

Fort Meade, Maryland 20755-5350 

CFFl~CF 
PAEVf.m-lCN, PESTICICES MIO 

TOXJC SU3STANCES 

SUBJECT: PP#6F4628. Emamectin Benzoate on Broccoli, Brussels Sprouts, 
Cabbage, Caultflower, Lettuce, and Celery. 

FROM: 

THRU: 

THRU: 

TO: 

Tolerance Method Validation Request. 
(MRID#:42868904, 43850125)(Barcode#:D250694) 8997(20-21 ). 

Elizabeth J. Kolbe, Chemist z-1',K 
Douglas Swineford, Chemist {Jn~ 
Analytical Chemistry ~ranch 

Francis D. Griffith, Jr., Chief ✓ - fJ 
Analytical Chemistry Branch ~~ A%A~/+-~'1Z 

Donald A. Marlow, Laboratory Coordinator 
Biological and Economic Analysis Division (7503C) 

Donna Davis, Chief 
Registration Action Branch II 
Health Effects Division (7509C) 

INTRODUCTION I 

The Analytical Chemistry Branch (ACS) was requested by the Registration 
Action Branch II (RAB II) to conduct a tolerance method validation of the proposed 
enforcement method submitted by Novartis Crop Protection, Inc. for the determination 
of residues of the insecticide emamectin benzoate in/on broccoli . Norvartis Crop 
Protec ion. Inc. has requested a permanent tolerance of 0.025 ppm, expressed as the 
combined residues of emamectin, 8,9 ZMA, and the metabolites/photodegrates (AB1A, 
MFB1A, and FA81A, also known as, respectively, L'649, L'599, L'831). This represents 
he combined limits of quantitation (LOQ) of the proposed method. ACB was requested 

to fortify broccoli in duplicate at 0.005 ppm, and 0.01 ppm with each component of he 
olerance expression. 
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RECOMMENDATION 

1) The method has been successfully validated by ACS. ACS finds the method 
is suitable for food tolerance enforcement. ACB recommends that this residue analytical 
method be made available to Federal and State enforcement laboratories along with 
our addendum, and that the changes made in the EPA addendum be incorporated into 
the method prior to its use . 

2) ACB recommends that this method be forwarded to FDA for publication in 
PAM II along with our addendum. 

METHOD SUMMARY 

The submitted method is entitled "Method Validation: HPLC-Fluorescence 
Method to Determine the Total Toxic Residue of MK-0244 and Its Metabolites on 
Vegetables, Including Leafy Vegetables and Cole Crops,~ by T.A. Wehner, dated 
6/3/93, and coded MRID #42868904. 

Refer to memorandum dated January 27, 1999, from M. Law and E. Kolbe, all 
comments and conclusions are incorporated herein by reference. 

INDEPENDENT LABORATORY VALIDATION 

ACS has reviewed the ILV report and supporting data. Refer to memorandum 
dated January 27, 1999, from M. Law and E. Kolbe, all comments and conclusions are 
incorporated herein by reference. 

The recovery data for L'649 and L'831 were low as reported by the petitioner and 
ACB, the ILV data shows higher recoveries for L'831. 

CONCLUSIONS 

1) ACB concludes that this method minimally meets the requirements for an 
enforcement method as defined in the Pesticide Test Guideline 860.1340, 
after our comments, presented in our Addendum. are attached to the 
petitioner's method . 

2) The method states a limit of quantitation (LOQ) of 0.005 ppm and a limit of 
detection (LOO) of 0.001 ppm for each component of the tolerance 
expression . ACS concurs with the petitioner on the LOQ and LOO. 

3) A set of six samples can be processed by one analyst in approximately 2 days 
plus 15 minutes for each instrumental analysis . 

4) ACB has reviewed but not validated the petitioners method for emamectin 
benzoate using LC/MS, MValidation of Analytical Method AG-684 for the 
Confirmation of Emamectin Benzoate (MK-0244) and its Isomer, 8,9-Z, in or 
on Representative Samples of Crop Group 4: Leafy Vegetables and Crop 
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ACS# 899-(20-21 } page 3 of 3 

Group 5: Brassica (Cole) Leafy Vegetables by LC/MS" , by J.W. James, W.E. 
Pruitt and K.D. Ediger, dated 6/25/98, and coded MRID # 44596301 . 

A) The LC/MS method does not allow for quantitation of L'649 or the 
metabolites found in the neutral fraction , even though these are 

included in the tolerance expression. 

B) This method does eliminate the need to derivatize, which is a 
troublesome step in the LC/Fluorescence method . 

C) ACS would encourage the further development of a LC/MS method 
that would quantitate an five analytes without the need for 
derivatization. This can be submitted by the petitioner in a later 
amendment. 

5) The primary standards were obtained from Novartis. The purity of the 
standards were greater than 90% except for FAB1A (L'831) which had a purity 
greater than 79%. The derivatized standards are made by the analyst at the 
same time the samples are derivatized, just prior to instrument analysis . 

A) The petitioner needs to be reminded that standards for the four 
degradates should be supplied to the EPA National Repository now 
located at ACB at the Environmental Science Center. 

B) The nomenclature used by the petitioner in the analytical method and 
the one used for labeling the standards needs to be made consistent to 
prevent confusion. 

6) The commodity used for the validation was purchased at a local grocery store . 

Attachments: Detector Response 
EPA .A:ddendum 
Method Validation Results 

cc:TMV file (899-(20-2 )), ACS Analyst: Kolbe/Swineford 
ACS: 7503C: ESC : Kolbe:6/1 /99 : (41O)3O5-2959:Swineford : 6/11199 
RDl :QAPanel:6/14/99: Mlaw: 6/14/99: BrCh:F.D.Griffith:6/15/99 
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M~.n 1a11datJcn kesults 

Emamectin Benzoate and Metabolites In Broccoli 

ethod Validation :HPLC-Fluorescence Method to Oerem1ne the Total Toxic Residue 
of MK-0244 and Its Metabolites on Vegetables. Including Leafy Vegetables and Cole Crops", 

by TA.Wehner 
PP#6F4628, MRID#4286904, 43850125 

Anal~te ppm Added ppm Found % Recovery 

Emamectin Benzoate 0 .00 < 0.001 
0 .00 < 0.001 

0.00488 0.00368 75 
0.00488 0.00409 84 

0.00976 0.00903 93 
\ 

0.00976 0.00829 85 

8,9-ZMA 0.00 < 0.001 
0.00 < 0.001 

0.00473 0.00481 102 
0.00473 0.00520 110 

0.00947 0.00995 105 
0.00947 0.00973 103 

L '649 (A81A) 0.00 < 0.001 
0.00 < 0.001 

0.00460 0.00235 51 
0.00460 0.00260 56 

0.00919 0.00534 58 
0.00919 0.00498 54 

L'599 (MFB1A) 0.00 < 0.001 

• 0.00 < 0.001 

0.00474 
' 

0.00281 59 
0.00474 0.00261 55 

0.00947 0.00648 68 
0.00947 0.00674 71 

L'831 (FAB1A) 0.00 < 0.001 
0.00 < 0.001 

0.00496 0.00304 61 
0.00496 0.00355 7 

0.00992 0.00642 65 
0.00992 0.00544 55 
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Cauliflower, Lettuce, and Celery. 

"Method Validation : HPLC-Fluorescence Method to Determine the Total oxic Residue 
of MK-0244 and Its Metabolites on Vegetables, Including Leafy Vegetables and Cole 
Crops/ by T .A. Wehner, dated 6/3/93. 

EPA ADDENDUM 

1) ACB substituted equivalent equipment and materials. 

A) ACB used an IKA Works T25 for the high speed homogenizer to 
extract samples with good results . 

B) The commodities were homogenized in a RobtCoupe R 301 Ultra 
without dry lee. 

C) In place of the Kryorack ice water bath for chilling the sample extracts 
before derivatizing, ACS placed the samples extracts in a freezer for 5 
minutes. 

2) ACS used a Hewiett Packard (HP) 1050 LC with a HP 1046A Fluorescence 
detector. 

Column: Supelcosil LC-18, 15 cm x 4.6 mm, 3um. 
Mobile Phase: 6% water in methanol 
Elution: isocratic, run time 15 min. 
Flow Rate: 1 ml/min 
Injection volume: 50 ul 
Xenon lamp: Excitation 365 nm, Emission 470 nm, Cut-off filter 450 nm 

PMT gain: 18, Lamp 220 hz, Response time: 1000 msec 

3) Users of the method as written need to incorporate these suggestions. 

A) ACS and the petitioner's laboratory used 50 ul injection volume, and 
the, IL V laboratory used 100 ul. The method needs to state in 

· the section 0 . 'HPLC Apparatus and Chromatographic Conditions', the 
acceptable range of injection volume. 

8) The 1-Methylimidazole (NMIM) and trifluoroacetic anhydride (TFAA) 
were kept in a desiccator in the refrigerator for storage by ACS . They 
were removed from the refrigerator and allowed to warm to room 
temperature in the des.iccator to prevent moisture from condensing on 
the interior walls when the bottles were opened . 
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EPA ADDENDUM (Continued) AC,B# B99,,(20-21 ) 

C) ACS found u,at in the ionizable fraction of ethyl acetate (step 24) often 
minu:te amounts of water became· .apparent wh,en concentrated to 1 ml. 
Care needs to be taken to remove this water, ACS did this by 
reextracting with 1 or 2 ml etliyl .acetate, centrifuging and transferring 
the ethyl acetate to a fresh t1Jbe for concentration ,to 1 mL again. 

D) ACB found that even the smailest amount of water ,or methanol· wi'II 
p1revent the d erivatization reaction and extreme ca re sho u Id be used to 
ei i min.ate the presence o,f these solvents. AGB found that the reaction 
couJd fai! even when white vapor was formed wfth the addition of TFAA 
solution. 



237

I 

I 

Analytical Chemistry Branch 
Building 306, BARG-East 
Beltsville, Maryland 20705 

MEMORANDUM 

SUBJECT: PP#6F4628 .. Emamectin Benzoate on Bmccol!i . Brussels Sprouts, 
Cabbag,e, Cauliflower, Lettuce, and Celery, T,ol,eran,c,e M•eth,od 
VaUdation,.~revlevi cf the Proposed Residu-e Anal1ytical, Method. 
PC Codie 287173 (MRI D#:428,68904 )(B,ircod'·e#': D250694) B9'9-{20-21 ). 

FROM: 

THRU 

THRU: 

TO:. 

Mark W. Law, Team Leader 
Elizabeth J . Kol!be, Chemist 
Analytical Chemistry Branch 

. Francis D. Griffith, Jr., Chief 
Analytical: Chemistry Bra:nch 

Donald A. Marlow, Laboratory Coordinator 
Biological. and Economic Analysis Division (7503C) 

Elizabeth Doyle, Chief 
Chemical Expo,sur.e Branch - I 
Health Effects Division (75.09C) 

And 

' • 
Mank Dow, Acting Chief 
Insecticide Branch 
Registration Division (7505C) - . 

IN'TRODUCJIO·N 

The Analytical Chemistry Branch (ACS) was requested by the RegistratJon 
Division to conduct a tolerance method validation prereview for the insecticide 
Emamectin Ben2:oate in/on broccoli. Norvartis Crop Protection, 'Inc. tias requested a 
permanent tolerance of 0.025 ppm, expressed as the combi,ned residues of emamectin , 
8,9 ZMA, and the rnetabolites/photodegrates (AB 1 A, MFB 1 A, and F AB 1 A). -his 
r•epr,esents the combined limits of qua.ntitation (LOQ) of the proposed method. 
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B,ECOMMEN'DA f ION 

1. Since this method na:s not been validated in our laboratory I ACB advises that the 
metlhad appears suitable for time limited to!eranae- enforcement only. it should only be 
di:stributed to the States granted the Emergency Exemption (Section 16) registration 
and FDA. ACS has no, oibj1e,c::tion ta RD granting an Emergency Ex,empUon Registration 
(SecUon 18) with a, Ume iimite,d tolerance and use of this residue analytical method ta 
enforce the time liimited tolerance prior to validation ln our laboratory. 

However1 before a permanent: tolerance is issued at a future date, ACB should 
validate the method that supports tlhe tolerance. 

2. ACB rec-ommanas thatt the state(s) whi1ch is granted the Sect.ion 18 regi:stration 
be, encourag,e to pmvide RD a copy of all method validation data generated during the 
time limited tol,eranoe . 

M:EtJHIOD1 SUMMARY 

The s:ubmitt.ed method ls enUIJed ~Method Val.1idaUon: HPLC-Fluorescence 
Me,thod ta Determ]ne Urn Tatai Toxic ~esidue of MK-0244 and tts MetatJdites on 
Veg,et~bh:!s, lndudiinrg Leafy Vegetables and Cole Crops," by T.A. Wehner, dated 
6/3/93, and coded MRH} #42868904. 

Sample alii:quots of 10 grams are extracted with 15 ml of ethyl acetate,, water, and' 
acet.oniitri:le (10:4:1 ) using a high spe~d blender. A1iter ceritrijfug!ng to remove solids,,, the 
extract is fractionated on a p,ropylsulfony! (PRS) cation exchange column and the 
k:mizable compounds (MK-0244, 8 ,fl-Z isomer,. and th,e A81 A metabolite} are separated 
from ttie neutral compounds (FA81A. and MFB1A metabomes). The· iantz.able fraction is 
eltute:d from t.h~, PRS column with 1 % ammonium acetat~ in methanol and derivatlzed 
with trifluo roa cetic an hya.,fid e. The n eutra.l fraetk,n is eluted from the, P RS ool um n with 
,efhyl1 acetate, ancf cleaned up by an• amino,propyl solid phase cafitridge column_ The 
organic solvents are evaporat,ed and the sampha is reconstituted in acetonit:ri1le and 
d eriv atized wm, tri,fluo maceti c an h yd ride. 

The fractions are ana,lyzed sepa:rateiy usingi a :rev,erse phas,e column on a HPLC 
equipped with a fluorescence detector, with an excitation wavelength of 365 nm and 
emissions measured at 470 nm. The individual residues are. then totaied ta determine it 
the tolerance ievel ijs exceed,ed. 

The ;pet:iUoner submitted copies of chromatograms showing a standard,, 
m1tireated control and fo:rtified sample of broccoli. The p~titioner's, method validaUan 
data showed samples of broccoli spiked at O, 005 - 0.120 ppm MK-0244 B 1 a tiad 
recov,eri,es ranging from '60% to 89'%); spiked at 0.005, MK-0244 81, b had: r,ecoveries 
rangii,ng from 61 %. to 9,8%.; spiked at 0.005 - 0.052 ppm e,9 Z had recoveries ranging 
from 541:Yo t□, 58%;, spiked at 0,005 -0.120 ppm A81A had recover ies ranging from 41% 
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to 75%; sp.iked a.t 0.005 ppm MF81A had recoveries ,of 55% and 51%; spiked at 0.010 
- 0.24 ppm MFB1A and FAB1A combined had recove·ries ranging from 47°/o to 5·9%. 
These data am acceptable to show the meth·od is minimally suitable- to gather 
magn \tud e of the residue crop fie l,d trial res.id u e data. Based on these data ACB 
estimated the method's LOO is 0.025 ppm for the summation of Emamectin Benzoate 
and its photodegr.ates. 

The Independent Laboratory Validation (ILV)d.ata were generated by EN-CAS 
Analytical Labs at Winston-Salem, NC. Their report. :is titled "Independent Method 
Validation Ruggedn,ess Trial for tne Determlnati1on of Emamectin Benzoa.te (MK-0244) 
a.nd its Photodegraites ,on Vegetables uslng Merck Method No. 244-92-3, Revision i" by 

- -

B. G. Baldi, dated 7/26/'95 completion , and coded as MRID #43,8501125. 

The ILV laboratory successfully completed theirva!lidation ofthe method ,0,11 tneiir 
first attempt. There were no, problems repo1rted with the method as written. There 
were no changes ,or modifications made by the IL V lab. The· method uses wide!ly 
acceptable equipment reagents. and procedures. Samples of brooooli were spikedi in 
dup.licate at O.D10 ppm and 0.10 ppm with MK .. 0244 plus 8,9 Z; AB1A; and MF91A 
plus FAB1A. !Respective r,ecoveries aH33°/o,, 7.3% and 6'9%, 75%:. 51%, 169% and 63'1/o, 
73°/o: and 75,%, 65% and 79%, 117%: The I l V data included mulltiple chromatograms 
of s:tandards, untreated controls and recovery data fmm fortified samples of broccol i. 
The ILV data and: supporting chromatograms, submitted vaindate the method at its 
stated LOO. ACB concludes there has been a successfulr ILV. 

Review of ail chromatograms shows minimum interferences at the ,elution Ume of 
the emamectin and its m.etabolites. They support a limit of quantitation at 0.025 ppm as 
suggested by the petitioner. There appears to be some sHght retention time shifts 
depem:lent on the amount present, ACB does not expect this to effect the results of t!he 
met!iiod . 

CON{;lUSlOtffl 

1 _ AGB, co11cludes that the method can be used tc enforce a time limited toltmmce 
prior to ACS validating· the method. Method users Iill!fil. g·enerate their own data t,o 
verl'fy the, method prior to use. ACB concludes that the method i,s written in a stepwise 
fash ion w:iU, sufficient detail so that a competent chemist can a:pply the method as 
wnitten everi thougl7 they are unfamiliar wi:th tne procs□ lil.re . 

2. Judg.ement is deferr,ed on the method beiing su itable to enforce· p•ermanent 
tolerance{s) until there has been a successful TMV. ACS wm proceed with a tolerance 
method! val.idation for this pestici1de, but is faced with a potential de·lay in the compl,etion 
of thls tria.1 due to the· move of the· laboratory to the new Envimnmenta.l Science· Center .. 
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3. 'Based on the petitioners d.ata, ACB estimates the LOQ is 0.025 ppm when aH 
components are summed . We defer judgement on the LOO until completion of the 

TMV. 

4. ACB has reviewed the ILV report and supporting d,ata. The llV laboratory 
successfully completed their validation of the method on their first attempt and reported 
no problems with the method as written. The method uses widely acceptable 
equipment reagents and procedures. The data and chromatograms submitted by the 
!LV ·1aboratoiry vaHdate· the· method at its stated LOO. 

5. · No multiresidu.e method (MRM) validation data were presented to ACB for 
reviiew. Absence of such data is a potential deficiency .. 

6. ACB ei;.timates the time to comp~ete a set of six sample·s 1s 2 days p~us 
overnight instrumental analysis based on the method submitted by the petioner. Tnis 
may be revised after AGB validates the method. 

oc:TMV fil,e 899-:20, Revlew-ers(EJKolbe.MWLaw),Cireu. 
ACB:7503C:BARC-E, Bldg.306,MWLaw:12/22/98:(301 )504-9187 (TDO,):,edit: EJKolbe:1127 /99 
RDl ;FGrrffith:SrCh; 1.127/99. 
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SyMgenfa Cl'op Proteetillm, JMc. Tel 3% (i~2 60(1il) 

P.O. Dv;,;_ 18300 
Grcrn~boro, ;"{( 27419-8300 
\~· WIA-.8Y 11ge111:.c1..co111 

syng'enta 

• 

• 

Oc tobcr 12; 2(}0 l 

Document Processing Desk (FPL) 
Office of Pes[icide Programs ( H 7 504C) 
U, S, Environmental .Protection Age.nc y 
Ariel Rios Dudding 
1200 PecHtS. y Iv anw A ven uc, N _ W _ 
W~sbing lmi, D .C. 2:0460 

Attn: I\.k Thomas Harris (lRB} 

Syrngenta Crop Prok:clion n:,; slllhm,1.1.ing ,:i copie~ of the final prin~ed ve-r.sion of label i11g: as m.-1uc.<;,tcd i11 the 
EPA apipmvai lcrncr of Scptcmihcr 13 , 200 I. The statement ''See addili lHrni precamiunary ~t1l.ternenk on 
!abd '' ha~ hccn m:kkd. 

tf yoUJ have any qJUJes:tion~~ please contact me at (336) 632 7567 . 

fa!rn L. Hott, Ph.D. 
Keg u.lmory l' roctuct Manager 
Regul.nory Affairs 

Endus urc~: ::l cop i.e.~ fJf final printed label 
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NOT REVIEWED 
In Accordance with PR Notice 82-2 
Based on Draft Labeling Dated 

q/11;b1 

Emamectin Benzoate 
Technical 
An Insecticide For Formulation Into End-Use Insecticide Products 
Intended For Non-Domestic Food, Feed, and Outdoor Use - Head 
and Stem Brassica Vegetables, Celery, and Head Lettuce 
Active Ingredient: 
Emamectin Benzoate (CAS No. 155569-91 -8) .. . ..... .. . . . .. 97.0% 

Other Ingredients: 3.0% 

Total: 100.0% 

Product of Switzerland 
EPA Reg. No. 100-902 EPA Est. 41448-SW-1 

Product ID. 28075 
KEEP OUT OF REACH OF CHILDREN. 

_Q_ DANGER/PELIGRO 
~ POISON 
Si usted no entiende la etiqueta, busque a alguien para que se la 
explique a usted en detalle. (If you do not understand the label, find 
someone to explain it to you in detail.) e-:. 
See additional precautionary statements on label. ~ ---
Lot# _ ____ _ 

Net Weight: _ ___ _ 
Physical ___ __ kg 

Assay kg 
Drum No. _ ___ _ 

SCP 902A-L 1 F 0901 
• • •••••• • 
•••• • • •••• 

syng'enta :::;:: 
•• • 

• 
•••• • • •••• 

• • •••••• • 

•••••• • • • • • 
•••••• • • •• 
• •••• • • ••••• 
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Emamectin Benzoate Technical 

FIRST AID 

If In eye$ . Hold eye open and rl Me slowly .ind gently with water for l 5-20 minutes . . Remove. contact lenses, if present, afte r the fi rst 5 minutes, then continue 
rinsing eye. 

• Cal! a poison control center or doctor for treatment advlce . 

If on slcln or • Take off contaminated doth lng , 
dothing • Rinse skin immediately with plenty of water for tS-20 minutes, 

• Call a poiSQn control center or doctor for treatment advlce . 

If inhaled • Move person to fresh air . 

• If person Is not breathing, call 911 or an ambu lance, and then give artifkial 
respiration, preferably mouth-to,mouth, if possible , 

• Ca ll a poiSQn control center or doctor for treatment advice . 

If swallowed • Call a poison cor:itrol center or doctor im media.tely for treatment advice . 

• Have person si p glass of water if able to swa llow . 

• Do not induce vomiting unless to,ld to do so by a poison control center or 
doctor, 

• Do not give anything by mouth to an unconscious person . 

NOTE TO PHYSICIAN 
Recommendations for Medic.ii Treatment for Emamectln Benzoate Acute Toxldty: Early signs of 
intoxication Include mydrfasis (dilated pupils), ataxia (unsteadiness), and muscle t remors, To,cicity 
following accidental ingestlon of the concentrate can be minimlzed by inducing vomiting within 
112 hour of exposure. If toxicity from exposure has progressed to cause severe vomiting, tho extent 
of resultant flu id and electrolyte imbalance should bl! gauged . Appropriate supportive parentera l 
fluid replac.ement the,apy should be given, along with other required supportive measures (such 
as maintenance of blood pressure levels) as indlcated by clinical signs, symptoms, and 
measurements. In severe cases, observations shou ld continue for at least several days unt il dinicai 
c.ondltion ls stable and normal. Sinc.e emamectin benzoate is believed to enhance GABA activity 
in animals, it i,s probably wise t o avoid drugs that enhance GABA activity (barbiturates, benzo-
diazeplnes, valproi<; acid} in patients with potentially toxic emamcctin benzo.ite exposure. 

Have the product container or labe l with you when calling a poison control center or doctor. or 
going for t reatm ent. 

HOT LINE NUMBER 
For 24 Hour Medical Emergency Assistance (Human or Anima l) or 

Chemical Emergency Assistance (Spill, Leak. Fire, or Acc.ident}, 
Ca ll 

1-800-888-8372 

PRECAUTIONARY STATEMENTS 

Hazards to Humans and 0omHtic Animals 
Corrosive. Causes irreversible eye damage. Do not get in eyes or on dothin9. Wear protective eyewe..r 
(goggles, face shield, or safety glasses) , May be fata l If swa llowed, Wash thoroughly with soap and 
Wilter after handling and before ating, drinking, or using tobacco. Remove and wash contaminated 
clothing before reuse. 
Environmental Hazards 
This pesticide is toxic to fish, birdj, mamma ls, and aquatlc invertebrates. Do not discharge effluent 
containin g this active Ingredient into lakes, streams, ponds, estuaries, oceans, or other publk waters, 
unless in accordance with the requirements of a National Pollutant Discharge Elimination 5}'$tem 
(NPDES) permit, and the permitting authority has been notified in writing prior to disdlarge, Do not 
discharge effluent containi ng thls product into sewer systems wit hout previously notifying the loc.al 
sewage treatment plant authority. for guidance, contact your State Water Board or Regional Office 
of the EPA. 

CONDlTIONS OF SALE AND LIMITATION Of WARRANTY AND LIABILITY 

• • •••••• • 
•••• • • .------------------------------------- --, .... 

NOTICE: Read t he entire Directions for l.fse and Conditions of Sale and Limitation of Warranty 
and Llabi lity before buying or using this product. If the terms are not acceptable, return the prod
uct at once, unopened, and the purchase price wi ll be refunded. 

• 
• • • ••••• '--------------------------------------- · •••• • • • •• • 

•••••• • • • • • 
•••••• • • •• 
• •••• • • • • •••• 

•••• • • •••• 
• • •••••• • 
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Emamectin Benzoate Technical 

The Directions for Use of this product should be followed Cclrefu11y. lt is impossible to eliminate all 
risks inherently associated with tho use of thls prodvct. Crop Injury, lneffecti venes.s or other unin
tended consequences may result oocause of such factors as manner of use or appliCcltion, weather or 
crop c.ondftions, presence of other materials or other influencing factors in the use of the product. 
which are bcyond the control of SYNGEITTA CROP PROTECTION, Inc or Seller. All such risks shall be 
assumed by Buyer and User, and Buyer and User agree to hold SYNGENTA and Seller harmless for any 
claims relating to such tac.tors. 

SYNGENTA wammts that this product conforms to the chemical description on the label and is rea
sonably fit for the purposes stated in the Directions for Use, subject to the inherent risks referred to 
above, when used in acc.ordance with dlre-ctions under normal use c.ondi-tions. This warranty does not 
extend to the use of the product contrary to label instructions, or under abnormal conditions or under 
conditions not reasonably foreseeable to or beyond the control of Seller or SYNGENTA, and Buyer and 
User assume the risk of any s1.1ch use. SYNGENTA MAKES NO WARRAITTIES OF MERCHANTABILITY OR 
OF FITNESS FOR A PARTICULAR PURPOSE NOR ANY OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT 
AS STATED ABOVE. 

1n no event shal'I SYNGENTA or Seller be liable for any incidental, consequential or special damages 
resulting from the use or handling of this product. THE EXCLUSIVE REMEDY OF THE USER OR BUYER, 
AND THE EXCLUSIVE LIABILITY Of SYNGENTA AND SELlER FOR ANY AND ALL CLAJMS, LOSSES, 
INJURIES OR DAMAGES (INCLUDING CLAIMS BASED ON BREACH OF WARRANTY, CONTRACT, NEGLI· 
GENCE, TORT. STRICT LIABILITY OR OTHERWISE) RESULTING FROM THE use OR HANDLING OF THIS 
PRODUCT, SHALL SE THE RETURN OF THE PURCHASE PRICE Of THE PRODUCT OR, AT THE ELECTION 
OF SYNGENTA OR SELLER, THE RE-PLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer this product, and Buyer and User accept it subject to the fore,going 
Conditions of Sale and Limitations of Warranty and of Liability. which may not be modif ied e.xce,pt by 
written agreement signed by a duly authorized representative of SYNGENTA. 

DIRECTIONS FOR USE 
lt Is a violation of Federal law to use thls product in a manner inwnslstent with its labeling. 

This product may be used only to manufacture/formulate other insectlcide products registered and 
labeled for use on head and stem Brassica vegetables, celery, and head lettuce. 

STORAGE AND DISPOSAL 

Do not store near food or feed. Do not contaminate water, food, or feed by storage or disposal. 

Store ln a tightly dosed original container in a cool. dry place. 

Pesticide Disposal 
Pesticide wastes are ac1.Jtely hazardous. Improper disposal of excess pesticide, or rlnsate is a violation 
of ~deral law. If these wastes cannot be disposed of by use according to label instructions, c.ontac.t 
your State Pesticide or Environmental Control Agency, or the Hazardous Waste representativ at the 
nearest EPA Regional Office for guidance. Pesticide that cannot be used or chemk.ally reproc.es.sed 
must be disposed of according to federal, state, or local procedures under the Resource Conservation 
and Recovery Ac.t. 

Container Disposal 
Triple rinse (or equivalent}. Then offe-r for recyding or re«>ndltioning, or puncture and dispose of in 
a sanitary landfill, or by other procedures approved by state and local authorities. 

Note: For minor spllls, leaks, etc. follow all precautions indicated on this label and clean up immedi• 
ately. Take special Cclre to a\loid contamination of equipment and faclllties during cleanup procedures 
and disposal of wastes. 

C2001 Syngenta 

For non-emergency (e.g., current product information), 
Celli Syngenta Crop Protection, Inc. at 1-800-334•9481 . 

Syngenta Crop Protection, Inc. 
Greensboro, North Carolina 27409 
www.syngenta-us.com 

SCP 902A·L 1 F 0901 • • •••••• • 
•••• • • •••• 

• 
• • •••••• • 
•••• • • • •• • 

• 
•••• • • •••• 

• • •••••• • 

• ••••• • • • • • 
• ••••• • • •• 
• •••• • • ••••• 



245

r , 

• 

• 

UN1TED STATES ENVtRONMENTAL PROTECTION AGENCY 
WASHINGTON, O.C. 20460 

SEP l 3 2001 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

re: Emamectin Benzoate Technical, EPA Reg. # 100-902 
revised basic and alternate CSF dated 8/27/01 
amended label submitted 8/29/01 and revised 9/12/01 
accepted 

Dear Ms. Brinkley: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Agency has reviewed your submission for revised Confidential Statements of 
Formula (CSF} along with new product chemistry data {MAID 454208-01 ). A initial 
review of these data noting several deficiencies was previously sent with EPA's 
letter from me dated 8/21 /01. Enclosed please find a copy of the review by Linda 
Kutney dated 9/ 11/01 of your 8/29/01 revised submission. 

The Confidential Statements of Formula dated 8/27/01 for the basic and alternate 
formulations are ACCEPTED. Revised ingredients were found to be similar to 
previous ingredients. The ingredient percentages and limits comply with PR Notice 
91-2. The basic and alternate Confidential Statements of Formula have been added 
to your file as part of the record. These replace all previous versions. 

The Agency has also reviewed the label amendment associated with these new 
CSFs. Among other items, the label changes the percentage of active ingredient of 
the product and moves the impurities previously listed as related compounds under 
the "active ingredient" header to the "other ingredients" header. Since EPA is not 
concerned with the toxicology of the related impurities (memorandum by W. 
Dykstra 3/12/86 PP#SG3287 /5H54 74) and Syngenta is not claiming efficacy 
related to these compounds then EPA policy states that these impurities should be 
listed as "other" rather than "active". 

The label submitted 8/29/01 and revised 9/12/01 , submitted in connection with 

Page 1 of 2 

1ntamet Addres:s (URL)• http:/twww.epa.gov 
R.e~eledl'Rteyclablt • Pmled wiltt Vegetal:>te 01 Based Inks on Recycle<J Paper (Mriiroom 30% Po:stcoosumer) 
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registration under the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA) , 
as amended, is ACCEPTED provided that you do the following: 

1) Submit three (3) copies of your final printed labeling prior to releasing 
your product for shipment. 

2) Submit a 5 gram sample of the new technical grade active ingredient 
as per Guideline 830. 1 900. This sample is required since the 
percentage active ingredient has changed since the initial registration. 
This sample must be submitted prior to releasing your product for 
shipment. The sample should be sent to: 

Mr. Francis Griffith 
EPA/OPP 
Analytical Chemistry Laboratory 
701 Mapes Road 
Fort Mead, Maryland 20755-5350 

If these provisions are not complied with the registration will be subject to 
cancellation in accordance with FIFRA Section 6(e). Your release for shipment of 
the product bearing the amended labeling constitutes acceptance of these 
conditions. 

A copy of your label stamped •accepted" is enclosed for your records. 

If you have any questions please contact me at (703) 308-9423 or 
harris. thomas@epa.gov. 

Yours truly , 

Thomas C. Harris, Biologist 
lnsecticide-Rodenticide Branch 
Registration Division (7505C) 

enclosure 

cc: Francis Griffith 

Page 2of 2 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHJNGTON , D .C . 20460 

o,,.,-,cE'. OF MEMORANOOM: 
" illTICIDltl AND TOXIC SUBITANCIII 

SUBJECT: 

TO: 

THRU: 

PROM: 

PPI SG3287/5H5474; Avermectin (Abamectin) 
in/on citrus; Deferral from RCB; •confidential• 
Record No. 164515/164516 
Caswell No. 63AB 
Project No, 1071/1072 

George LaRocca 
Product Manager (15) 
Registration Division (TS-767) 

and 
Residue Chemistry Branch 
Hazard Evaluation Division 

Edwin Budd, Section Head 
Review Section II 
Toxicology Branch 
Hazard Evaluation 

William Dykstra 
Toxicology Branch 
Hazard Evaluation 

Requested Action: 

In the RCB review of the temporary tolerances for Abamectin 
in citrus (12/19/85 from L. Cheng to G. LaRocca), RCB defers 
to Toxicology Branch •as to the toxicological significance of 
the identified and unidentified impurities in the technical 
material.• This memo addresses the RCB deferral. 

Background: •confidential" 

As stated in the confidential appendix of the RCB review 
(above). • The technical material is 951 pure AVM-Bl (minimum). 
It is mixture of >80\ avermectin B la plus >201 avermectin B 
lb. The remaining 51 (maximum) is a mixture of other avermectins: 
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On an acute oral LD50 basis, infant rats of both sexes 
are the most sensitive animals. The oral LDso is 1.52 mg/kg 
with 95t confidence levels between 1.05 and 2.19 mg/kg. 
Abamectin is teratogenic in mice (cleft palate and abiepharia) 
at 0.8 mg/kg/day. The NOEL for these effects is 0.2 mg/kg/day. 

Abamectin was not teratogenic in rats up to 1.6 mg/kg/day 
and rabbits up to 2.0 mg/kg. 

In a ten day oral gavage study with pregnant mice, one 
mouse died at 0.075 mg/kg/day after four doses. The NOEL for 
lethality is 0.05 mg/kg/day in pregnant mice in this 10 day 
study. 

Additionally, the NOEL for a 21 dermal toxicity study in 
rabbits is 125 g/kg/day. / 

Abamectin was not mutagenic in the Ames assay and in vivo 
bone marrow cytogenetics. In rat hepatocytes, Abamectin caused 
an induction of single strand DNA breaks in vitro. NO effect 
w s observed when this same assay was earned out in bepatooeytes 
from rats dosed .!!l vivo at the LDso (10.6 mg/kg). 

In the mammalian cell mutagenic assay, Abamectin was not 
mutagenic for V-79 cells. The compound does not sensitize 
• in. '11.\e metabolic T 1/2 is 1.2 days. TVo metabolites of 
Abamectin have an oral LD50 in mice of 48 and 5000 g/kg. 

No antidote for Abamectin is available. Precautionary 
labelling recanmends induction of vomiting as a method of 
practical treatment. 

Conclusion: 

Since the 51 of identified impurities (mixture of other 
avermectins) and 1\ of unidentified impurities of Abamectin 
are found in the technical material, these impurities (together 
with the technical) would have been toxicologically characterized 
in the studies performed using Abamectin. Toxicology Branch 
concludes that the impurities in Abamectin are not of toxicological 
concern at this time. 

Reviews 

1. No new toxicity data were submitted. 
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Emamectin Benzoate Technical 

An insecticide for formulation into end-use insecticide products intended for non
domestic food, feed, & outdoor use - head & stem Brassica vegetables, celery & head 
lettuce 

Active Ingredient: 
Emamectin Benzoate (CAS No. 155569-91-8) ______ ----=--97;....c.•-=-0° ... Yo 
Other Ingredients: 3.0% 
Total: 100.0% 

Product of Switzerland 

EPA Reg. No. 100-902 
EPA Est. 

Lot# _____ _ 

Net Weight: ___ _ 
Physical ____ kg 
Assay kg 
Drum No . ----

KEEP OUT OF REACH OF CHILDREN 

SKULL & CROSSBONES] DANGER/PELIGRO 
POISON 

[red type} 

[SKULL & CROSSBONES] 

Si usted no entiende la etiqueta, busque a alguien para que se la explique a usted 
en detalle. (If you do not understand the label find someone to explain it to you In 
detail.) 

Page 1 of 6 

AC CEPTED 
SEP l 3 2001 

Uadet .. ,.__ ••ctkllck. 
~ aad lodeaalclde Ad, 
118 iu:onodod. '°" ae ., 211t:ta 
Regbteted 'IDB 
EPA Rag. No. 2. 
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PRECAUTIONARY STATEMENTS 

Hazards to Humans and Domestic Animals 

Corrosive. Causes irreversible eye damage. Do not in eyes or on clothing. Wear 
protective eyewear (goggles, face shield, or safety glasses} May be fatal if swallowed. 
Wash thoroughly with soap and water after handling and before eating, drinking, or using 
tobacco. Remove and wash contaminated clothing before reuse. 

Have the product container or label with you when calling a poison control center 
or doctor or going for treatment. 

FIRST AID 

If In eyes • Hold eye open and rinse slowly and gently with water for 15-20 
minutes. 

• Remove contact lenses, if present, after the first 5 minutes, then 
continue rinsing eye. 

• Call a poison control center or doctor for treatment advice 
If on skJn or • Take off contaminated clothing . 
clothing • Rinse skin immediately with plenty of water for 15-20 minutes 

• Call a Poison control center or doctor for treatment advice . 
If inhaled • Move person to fresh air 

• If person is not breathing, call 911 or an ambulance, and then 
give artificial respiration, preferably mouth-to-mouth, if possible. 

• Call a poison control center or doctor for treatment advice 
If swallowed • Call a poison control center or doctor immediately for treatment 

advice 
• Have a person sip a glass of water if able to swallow 
• Do not induce vomiting unless told to do so by a poison control 

center or doctor. 
• Do not Qive anythinq by mouth to an unconscious person . 

HOT LINE NUMBER 
In the event of a major fire, splll, or other emergency call 1-800-888-8372 day or 
night. 

Page 2 of 6 
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NOTE TO PHYSICIAN 
Recommendations for Medical Treatment for Emamectin Benzoate Acute Toxicity: 
Early signs of intoxication include mydriasis (dilated pupils), ataxia (unsteadiness), and 

· muscle tremors. Toxicity following accidental ingestion of the concentrate can be 
minimized by inducing vomiting within½ hour of exposure. If toxicity from exposure has 
progressed to cause severe vomiting, the extent of resultant fluid and electrolyte 
imbalance should be gauged. Appropriate supportive parenteral fluid replacement 
therapy should be given, along with other required supportive measures (such as 
maintenance of blood pressure levels) as indicated by clinical signs, symptoms, and 
measurements. In severe cases, observations should continue for at least several days 
until clinical condition is stable and normal. Since emamectin benzoate is believed to 
enhance GABA activity in animals, it is probably wise to avoid drugs that enhance GABA 
activity (barbiturates, benzodiazepines, valproic acid) in patients with potentially toxic 
emamectin benzoate exposure. For 24 emergency medical information, call Syngenta 
Crop Protection, Inc. at 1-800-888-8372. 

Environmental Hazards 

This pesticide is toxic to fish, birds, mammals, and aquatic invertebrates. Do not 
discharge effluent containing this active ingredient into lakes, streams, ponds, estuaries, 
oceans, or other public waters, unless in accordance with the requirements of a National 
Pollutant Discharge Elimination System (NPDES) permit, and the permitting authority 
has been notified in writing prior to discharge. Do not discharge effluent containing this 
product into sewer systems without previously notifying the local sewage treatment plant 
authority. For guidance, contact your State Water Board or Regional Office of the EPA. 

Page 3 of 6 
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CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY 

NOTICE: Read the entire Directions for Use and Conditions of Sale and limitation of 
Warranty and Liability before buying or using this product. If the terms are not 
acceptable, return the product at once, unopened, and the purchase price will be 
refunded. 

The Directions for Use of this product should be followed carefully. It is impossible to 
eliminate all risks inherently associated with the use of this product Crop injury, 
ineffectiveness or other unintended consequences may result because of such factors 
as manner of use or application, weather or crop conditions, presence of other materials 
or other influencing factors in the use of the product, which are beyond the control of 
SYNGENTA CROP PROTECTION, Inc. or Seller. All such risks shall be assumed by 
Buyer and User, and Buyer and User agree to hold SYNGENTA and Seller harmless for 
any claims relating to such factors . 

SYNGENTA warrants that this product conforms to the chemical description on the label 
and is reasonably fit for the purposes stated in the Directions for Use, subject to the 
inherent risks referred to above, when used in accordance with directions under normal 
use conditions. This warranty does not extend to the use of the product contrary to label 
instructions, or under abnormal conditions or under conditions not reasonably 
foreseeable to or beyond the control of Seller or SYNGENTA, and Buyer and User 
assume the risk of any such use. SYNGENTA MAKES NO WARRANTIES OF 
MERCHANTABILITY OR OF FITNESS FOR A PARTICULAR PURPOSE NOR ANY 
OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT AS STATED ABOVE. 

In no event shall SYNGENTA or Seller be liable for any lncidental, consequential or 
special damages resulting from the use or handling of this product. THE EXCLUSIVE 
REMEDY OF THE USER OR BUYER, AND THE EXCLUSIVE LIABILITY OF 
SYNGENTA AND SELLER FOR ANY AND ALL CLAIMS, LOSSES, INJURIES OR 
DAMAGES (INCLUDING CLAIMS BASED ON BREACH OF WARRANTY, 
CONTRACT, NEGLIGENCE, TORT, STRICT LIABILITY OR OTHERWISE) 
RESULTING FROM THE USE OR HANDLING OF THIS PRODUCT, SHALL BE THE 
RETURN OF THE PURCHASE PRICE OF THE PRODUCT OR, AT THE ELECTION 
OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer this product, and Buyer and User accept it, subject to the 
foregoing conditions of sale and limitations of warranty and of liability, which may not be 
modified except by written agreement signed by a duly authorized representative of 
SYNGENTA 

Page4 of 6 
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DIRECTIONS FOR USE 

It is a violation of Federal law to use this product in a manner inconsistent with its 
labeling. 

This product may be used only to manufacture/formulate other insecticide products 
registered and labeled for use on head and stem Brassica vegetables, celery, and head 
lettuce. 

STORAGE ANO DISPOSAL 

Do not store near food or feed. Do not contaminate water, food, or feed by storage or 
disposal. 

Store in a tightly closed original container in a cool, dry place. 

• Pesticide Disposal 

• 

Pesticide wastes are acutely hazardous. Improper disposal of excess pesticide, or 
rinsate is a violation of Federal law. If these wastes cannot be disposed of by use 
according to label instructions, contact your State Pesticide or Environmental Control 
Agency, or the Hazardous Waste representative at the nearest EPA Regional Office for 
guidance. Pesticide that cannot be used or chemically reprocessed must be disposed of 
according to federal, state, or local procedures under the Resource Conservation and 
Recovery Act. 

Container Disposal. 

Bulk 
Thoroughly clean container before reuse. Consult federal, state, or local disposal 
authorities for approved alternative procedures . 

250 Gal Mini Bulk 
This is a refillable container that must be returned to an authorized Syngenta refilling 
facility for refilling or disposal. 

other Containers 
Triple rinse (or equivalent). Then offer for recycling or reconditioning, or puncture and 
dispose of in a sanitary landfill, or by other procedures approved by state and local 
authorities. 

Note: For minor spills, leaks, etc. follow all precautions indicated on this label and clean 
up immediately. Take special care to avoid contamination of equipment and facilities 
during cleanup procedures and disposal of wastes. In the event of a major spill, fire, 
or other emergency, call 1-800-888-8372, day or night. 

For non-emergency (e.g. current product information) 
call Syngenta Crop Protection, Inc. at 1-800-334-9481 

Page 5 of 6 
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©2001 Syngenta 

Syngenta Crop Protection, Inc. 
Greensboro, North Carolina 27 409 

SCP 

LG-9/12/01 

Page6of6 

August 30, 2001 -draft 
revised label to EPA, 
revised first aid statements 
according to PR Notice 
2000-3, revised ingredient 
statement according to new 
CSF and prod. chem, 
revised and added storage 
and disposal statements, 
specified on front panel end
use product uses supported 
for this active ingredient. 
Corrected label by adding 
Spanish signal word and 
warning statement, deleted 
chemical name of active -
common name and CAS no. 
are sufficient, changed all 
references to Novartis to 
Syngenta and replaced 
Warranty statement with 
new Syngenta Warranty 
Statement, changed country 
of origin to Switzerland, 
revised ingredient statement 
per PR Notices 97-5 & 97-6 
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lorraine.gold@syngen 
ta.com 

To: Thomas Harris/DC/USEPA/US@EPA 
cc: john.hott@syngenta.com 

09/12/2001 03:10 
PM 

Subject: correc ions to labe l for 100-902 

Mr . Harr' s , As per your request ti.nd a::ta8hments, ir '"'ORD and Pdf form;it of 
~he corre8 Led labe l fa= Emamectin Benzoate Tech~ica l , Reg. No . 100-90?. . l[ 
can be of ar.y more ::-ie:.p please co:i.tact. me. 

Rainy Gold 
Label Specia.:..ist. 

egula tory Af:tairs Deparlroe:1::: 
Synge 7.a Crop Proter.ti~n , I nc. 
336- 632-28!)2 
---- -or .:..qinal Message- ----
rom: Harr's. _jomas@epanai.:...epa . gov 

[mai..:..to :Harris.'T'homas@epanai ~.epa.gov] 
Sent: Wed:i.esday , Sep-;::cmber 12 , 2001 12: J 2 P.l-~ 
?o : Hott Jo~n USGR 
Cc : Brinkley Carolyn USGR 
Subject : ASAP : need =ixes -o l OJ - 902 l abel 

John , 

Linda h as reviewed your rev~sed CSF tor ·oo- 902 (an~ did an incredible joo 
compl et i.ng it yeslerday tie-pi te e·-•ent.'::l i • :t wll 1 be appro,,ed B T l :1avc a 
couple of i~por~a~t changes that need to be made t o Lhe .:.abel submitted 
8/29/01 before I ca:i. forma l_y acce?L ~he csr nd labe . I can wrap i:hie up 
as soon as ycu Ciln get me a corrected label. If you wa~ ~, you can ena.i_ me 
the .revised label (e ''::her in 1•0.rdPerfe8t or P z orma ) ,1long wii:h a cove= 
nol e in the ~ext f i.cld of ~he e~a~l (jus~ replying ~itn histoyy lo t h~s 
emoil wou ld be good ) . I wi.:.l prin~ he ema 1 1 and file as a revision to the 
currer.t 1 y open paper submission. 

Ch~nges req~i::: ed : 

l) Fr ont panel , 
to 155569-9.:. - 8 . 

ewer. CA.:. n· .. untcr 

i :1.gred .i. c:nts ..:-to t e:nent: Cha gc CJl.S numbe:::· fro:n 1 37$12- '74- '1 
You hilve lhe correct. r.wnber o r: the cs_. 155 .. . is a 
_Lat replaces Lhe o cie.r 1 :n ... rumber. 

2) Storage rind Disposa_, festic~tie DispcHdl: Remove the bl~nks i,d~cated 
by undcr.:..i~es. ~our i ntention was ~o .indicate that you have removed so~c 
words from the pycv.:.ous label . That ' s fine for the marked- up ve~~ion c~ 
the l abel b~L -he bl an~s should no appear en tte clca~ copy o! the 
prooosed l abel that : •1.:.. s amp sine" i~ milkes .i t look like t:-iere is 
information tha ~ced~ to be add~d ~o t~ese are~s . 

-' !ti ~r.!."led .. ded tu be out 7h1::::-sda',' €)-:ternoon and .rr iday i::l ':: i-: yoi; ca:i. qer,. me 
th's cha~gc fi::s~ thing o~ Thursday :9/:3) morning I' I ' ge i ':: out betore _ 
le~ve lo herw.:.. se firs: th~nq or M□~day). 

Tom Ha::ris 
SPA/OPPTS/OFP/:\D/IR.B 
( 103) 308 - 9423 
harr~s . tho~as@epa.gov 

emamoct, n. JX1f ::rna rr ec inDra1tRev9. I 2.0 l.doc 
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UNITED TATES F.NVIRON'.\1ENTAL PROTECTION AGENCY 

OPPTS/OPP/RDiTRBIPROntJCT Cl-IF.MISTRY fEAM 

WASHIN'GTON, D, . 20460 

DATE: ll/SEP/2001 

t;BJECT: PROD CT CllEMI 'TRY REVIEW OF J\•lP [ J EP [] TE H. ICAL fX] 

DP BARCODE ' o.: D277757 

FRO 1: 

REG./Filc Symbol: I 00-902 
PRODUCT AME: Emamectin Be111:oate Teclmical (MK-244) 
COMPANY: yngcnta Crop Protection, lnc . 

Linda L. Kutncy, Chemist 
Product hemi ·try Team 
Technical Revie\V Dr-anch/RD (7505 

TO: Deborah McCall, Thomas Ilanis PM 4 
In el:ticide Rodentit;idc Branch/RD(7505C) 

Syngenta ' rop Protection, Inc .. in a letter dated 5/18/01 submitted data intended to 
. upporl registration of th ir product Technical Emam ctin B nzoate " also relcrr d to as 
MK-244 of Avermectin. Reg. o. 100-902. containing a nominal concentration of97.0% 
Emamcctin Bcnzoatc. he product was previou ly registered by :Vt rck and has been transf errcd 
to. yngenta0 who will b producing it in the future . New product chemist')' data. new analytical 
methods and a new C 'F was submitted, ,._,·ith 1RID Nos. 454208-01. A hasic proposed SF, 
dated 5/ 1/01 was also submitted. These data v.·erc reviewed by TRB under D276416, on 8/17/01 
and deficiencies ,verc noted .. 

yngt;nta ha· n w re ·ponded to defici ncie Ii . tcd in TRB's 8/ 17/01 review. ubscquent 
l() --veral conversations v.tith the Agency and a conference call on 8/23/01 b tween the revie\vcr 
and Mr. Tom Harri or RU. and Synu ntal's 1s. Carolyn Brinkky ( 36-632-2838). Dr. Johnny 
Reynolds, and Mr .. h hn Ilobb. This .submission. sent \~·ith a letter dal d 8/29/0 l included an 
updated label pinpunched 8/30/01, and updated basic and alternate 'Sl-'s, both dated 8/27/01 . 
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Previous deficiencies arc listed separately by number belmv, along \vith Syngenta's 
Response a11<l the Current Agency Conclusion . 

1 . The nominal concentration <~f the 1' . .'mamectin Benzoale a. i. on the proposed 5/ 1/ 0 I CSF 
does not agree with the lahel concentration, in accordance with the requirements ,?f I'R 
91 -2. 

yngenta's Response 

The nominal concentration of the Emamectin Benzoate a.i . on the proposed 8/27/01 
basic and alternate CSFs no,v agrees v:ith the concentration on the updated label , pinpunched 
8/30/01. 

Agency Conclusion 

2. 

This deficiency is resolved . 

The label statement concerning process related impurities and inert ingrcdienl<; is not 
consistent \;,,,•ith the C 'F. The label must be revised. 

Syngcnta's Res ponse 

Syngenta ha'> propo~ed revised 8/27/01 basic and alternate CSF~ and a revised label. 

Agency Conclusion 

·1 he revised label no,v states that Emamectin Benzoate technical contains 97 .0% 
Emamcctin Rcnzoate ai and 3.0 % other ingredients. This is agreement with the% ai and 11 oth"r 
in1!redient::;" listed on the revised CSF. This deficiencv is resolved. = • 

.., 

.} . AJ/ impurilies present at levefr o.f0.1% or greater must be identified on the CSF. 

Syngenta's Response 

Syngenta has quantified all of the process related impurities possible. 

Agency Conclusion 

The impurities are sufliciently identified, and the total % by ,...-t is now I 00%. This 
dtdieiency is resolved. 

-2-
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4. Syngenta mus/ update their label to reflect the fact that they are rep/a ing Merck as the 
Registrant. 

Syngenta's Re. ponse 

Syngcnta's name is on the current label. 

gency Conclusion 

This deficiency is resolved. 

5. Syngenta must ensure that the sum of all of the components in the CSF. % by weight, in 
column 13h, total 100.0%. 

yngenta's Response 

yngcnta re ised the% proce s related impurities lightly, hy 0.1 %, and the%' by 
\.Veight in column 13b ar now I 00 .0%. 

Agency Cone 1 us ion 

·1 his deficiency is resolved. 

6. Column 11 of the propo ed 5/ 1/01 CSJ· hould g;ve rheji,11 supplier name and street 
address.for all components in the label, except for the impurities 

yngcnta's Response 

The supplier name and stre t address for the ai is given on the top of the C. F . 

Agency Conclusi n 

Th.is deficiency i · r solve<l. 

7. Guideline 830.1550, producf identify and composirion requirements are not acceptable, 
but may he ati.~/ied by addressing the deficiencies concerning the CSF and label. 

Agency Conclusion 

The revised ' F and label are in agreem nt and arc acceptable. 'I his deficiency is 
resolved. 

-3-
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8. Guideline 830.1750, cert(fied limits, is not satisfied because irnpurifie pre. en( over 0.1% 
mu.\·/ all be listed on the CSF. The toral of al/ values for %-hy-weight in column 13b 
must he 100.0%. The cert{fied limirsjiJr Emamectin Benware ai are slightly wider than 
the swndard limits spec:[{ted in, but are acceptable. 

Agency Conclusion 

Syngenta revi. cd the %process related impmities slightly, by 0.1 %, and the %'s by vveight 
in column 13b are now· 100.0%. Guideline 830.1 TO is satisfied. 

9. Guideline 830.1900, Suhmittal ofSamples, is requiredjiJr integrated producl. and for 
those of toxicological concern. as well as/or nonintegraled pro duel · ·with inte,:ference or 
method problems, etc. A sample of tlze tgai will he required prior to ii. registraNon. 

• Syngenta's Re. pon e 

• 

Syngenta has ackno\'1>0ledged this requirement in the telephone conference. 

Agency Conclusion 

This deficicm:y is re ·olved. The samples must be :cm to ~'lr Richard Griffit11 at the EPA 
Laboratory in Fort Mead, Maryland at the following address: 

Mr Richard Griffith 
EPA 
Analytical Chemistry J ,aboratory 
701 Mapes Road 
Fort lead, Maryland 20755-5350 

Mr. Griffith may be contacted at 1-410-305-2905, for more specific instruction .. 

TRB accepL-; the P" posed basic and alternate C F s dated 8/27 /0 I . In additi )n, the 
label concentration for F.mamectin 13enzoate ai is now 97 .0%, and the ··other ingredients are no,.v 
labeled 3.0%," in accordance witJ1 current Agency policies. The propo ed basic and alternate 
CSFs, dated 8/27/0 1, are acceptable from a TRB, produd chemistry standpoinl. 

Tlte proposed label, however, cannot he co11sidered acceptable until Syngenta 
adequate~v completes tlte storage and di posa/ ection (al a miltimum, tltey must.fill in tlte 
blllnks). Tlte Age11cy must recheck the label prior to it accepta11ce. 

-4-
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DP BARCODE: D277757 

CASE: 046738 DATA PACKAGE RECORD DATE: 09/10/01 
SUBMISSION: S603095 BEAN SHEET Page 1 of 1 

* * * CASE/SUBMISSION INFORMATION * * * 

CASE TYPE: REGISTRATION ACTION: 346 RESUBMISSION 
RANKING 5 POINTS () 
CHEMICALS: 122806 4,'-Epimethylamino-4' '-deoxyavermectin B1a and B1b 95.0000% 

ID#: 000100-0090 EMAMECTIN BENZOATE TECHNICAL 
COMPANY: 000100 SYNGENTA CROP PROTECTION , INC. 
PRODUCT MANAGER: 04 TINA LEVINE 703-308-7055 ROOM: CM2 219 
PM TEAM REVIEWER: THOMAS HARRIS 703-308-9423 ROOM: CM2 211 
RECEIVED DATE: 08/30/01 DUE OUT DATE: 11/28/01 

***DATA PACKAGE INFORMATION*** 

DP BARCODE: 277757 EXPEDITE: Y DATE SENT: 09/10/01 DATE RET.: / / 
CHEMJCAL: 122806 4''-Epimethylamino-4''-deoxyavermectin Bla and Blb benzoate 

•
TYPE: 001 

CSF: y LABEL: Y 
ASSIGNED TO 
DIV: RD 
BRAN: TRB 
SECT: CHEM 
REVR: 

DATE IN DATE OUT ADMIN DUE DATE: 10/25/01 

CONTR: 

• 

DP BC 

I I I I NEGOT DATE: I 
I I I I PROJ DATE: I 
I I I I 
I I I I 
I I I I 

* * * DATA REVIEW INSTRUCTIONS * * * 

8/171/0 review and 

Please review to see if changes made as agreed upon. If ok. 
write acceptance review. Thanks 

-Tom Harris 
RD/.IRB 
308-9423 
213 CM2 

***DATA PACKAGE EVALUATION*** 

No evaluation is written for this data package 

***ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION*** 

BRANCH/SECTION DATE OUT DUE BACK INS CSF 

I 
I 

LABEL 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON. D.C. 20460 

08/30/2001 

CAROLYN F. BRINKLEY 
SYNGENTA CROP PROTECTION, INC. 
P.O. BOX 18300 
GREENSBORO NC 274198300 

PRODUCT NAME: EMAMECTIN BENZOATE TECHNICAL 
COMPANY NAME: SYNGENTA CROP PROTECTION, INC. 
OPP IDENTIFICATION NUMBER: 286563 
EPA REGISTRATION NUMBER: 100-902 
EPA RECEIPT DATE: 08/30/2001 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE:OF 
RESEARCH AND DEVELOPMENT 

The Office of Pesticide Programs has received your application 
for an amendment and it has passed an administrative screen for 
completeness. 

During the initial screen we determined that the application 
qualifies for fast track review. The package will now be forwarded 
to the Product Manager for review to determine its acceptability. 

If you have any questions, please contact Insecticide Branch, 
Product Manager 03, at (703) 305-6891 . 

Sincerely, 

Front End Processing Staff 
Information Services Branch 
Program Management and Support Division 

RecycledJRecyclable • Prtnted will, 1/e,gelabla 011 Based lnk:s on 100% RecydOO Paper (40% Poslconsumer} 
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synienta 

Syngenta Crop Protection, Inc Tel 336 632 6000 
P.O. Box 18300 
Greensboro, NC 27419-8300 

Carolyn F. Brinkley 
Sr. Regulatory Product Manager 
Syngenta Crop Protection, Inc 
Phone: (336) 632-2838 
Fax: (336) 292-6374 
E-m a it : ca rolyn. brinkley@syn genta. com 

Via hand delivery 

August 29, 2001 

Mr. Thomas Harris 
U.S. Environmental Protection Agency 
Office of Pesticide Programs 
Arlington, VA 

SUJBECT: EMAMECTIN BENZOATE TECHNICAL 
EPA REG. NO. 100-902 
PENDING FORMULATION CHANGE 

(1) REVISED CSF BASED ON COMMENTS FROM EPA CHEMISTRY 
REVIEWER 

(2) REVISED LABEL 

Dear Mr. Harris: 

Based on the EPA's recent review of the revised confidential statement of formula and the 
supporting product chemistry data for Emamectin Benzoate Technical, we made additional 
changes to the CSF and a copy is enclosed with this letter. In addition. because the 
percentage of the active ingredient has changed, we revised the label ingredient 
statement. In addition to that revision , we also included these changes to the label: 

1. Changed all references to Novartis to Syngenta and replaced the Warranty Statement 
with the new Syngenta Warranty Statement. 

2. Revised the ingredient statement as follows: 

a. Omitted the chemical name and changed Inert Ingredients to Other Ingredients 
as permitted by EPA PR Notices 97-5 and 97-6 • • •• • • 

b. Changed the ingredient statement as follows: • • •. • • 
•• • 

• • • • •• • 
1. changed the percent active ingredient from 96% to 97% : • : • • 
2. omitted "'Related Compounds" and added their percenta~3 ira\o "0th~. -•.: 

Ingredients which has been changed to 3.0% . • •• • • •••·. 

Justification for this change_· 
• • • • • • ••• • • ••••• • 

•••• • • •••• 
Although there are other avermectins in this product, Syngenta does not h~ve 
any data that would indicate they have any pesticidal activity. Thus w~•~~t,~ 
deleted "Related Compounds" from the ingredient statement. Here is the 
justification for this change: The EPA's Label Review Manual Chapter 6, Page 
5 states: "If one or more related compounds is pesticidal to the target pest, it 
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- ---- ------------- --------------

must be included under the Active Ingredient heading. Related compounds 
with no determined active/inert status must be included under the total 
percentage of the Inert (other] Ingredient heading without designation as 
related compounds or by name. (PR-81-4) 

c. Revised the first aid statements per PR Notice 2000-3. 
d. Corrected the Danger signal word to include "Peligro" and the Spanish warning 

statement. Note that the signal word will be in Red on the label. 
e. Revised the storage statements to include EPA-required language. 
f. Added additional disposal statements to cover several types of containers. In 

g. 

h. 

I. 

j . 

k. 
I. 

addition we deleted reference to "spray mixture" in the Pesticide Disposal section 
because this is a technical product and it is not sprayed. 
Specified on the front panel of the label that this product can be used for 
formulation into end-use insecticide products intended for non-domestic food, feed, 
and outdoor use - head and stem Brassica vegetables, celery, and head lettuce. 
Changed the country of origin from the US to Switzerland as required by US 
Customs. 
Put the 'Recommendations for Medical Treatment. .... " into a box labeled "NOTE 
TO PHYSICIAN" as required for Category 1 products. 
Added "For non-emergency (e.g. currrent product information), call Syngenta Crop 
Protection , Inc at 1-800-334-9481 . 
Changed the copyright date 
Listed a summary of the changes on the last page of the label for reference. 

Thank you and Linda Kutney for reviewing our initial submission so promptly. We 
appreciate your willingness to review the revised CSF and label quickly as well. If you 
have any questions or comments, please contact me. I can be reached at (336) 632-
2838. 

Sinc~ely, 

~ 
Carolyn F. 
Sr. Regul ry Product Manager 
Regulatory Affairs 

Enclosures: Revised CSF 
Revised label (5 copies) 
Revised label with revisions marked 

•••• • • •••• 
••• • • • •• • 

Copy of current label :••:•: • 
EPA Application for Pesticide Registration (Amendment): •••• : • • • • • • • •• 

2 

• • • • • ••• • • ••••• • ••• • • • • • • • • 
•••• • • •••• 

• • •••••• • 
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Pier::..~ read Instructions on reverse before completing torm. - • 
\ 

. .. . 
United States § Reglotratlon OPP loentlfier Number 

&EPA Environmental Protection Agency Amendment r\l".'f'\COC 

'-"""'----
Washington, DC 20460 Other 2- ~4,St, 3 

Application tor Pesticide - Section I 
1. Company/Product Number 2. EPA Product Manager ~ 3. Proposed Classlficallon 
100-902 Mr. Tom Harris /\ 
4. Company/Product (Name) PM# [i]None D Restricted 

I nsecticicla-Rodentlcide Branch 
6. Name and Address of Applicant (Include ZJP Cods) 6. Expedited Review. In accordance wilh FIFRA SectiOn 3(c)(3) (b}(I), 

Syngenta Crop Protection, Inc. my product Is simnar or identical In composition and labeling to: 
P. 0 . Box. 18300 
Greem,bOro, NC 27419 EPA Reg. No. 

CJ Check If this Is a new address Product Name 

Section - II 

D Amendment - Explain below. D Final printed labels in response to 
A~ncy letter dated 

~ ResubrnLssion In response to Agency review, verbal communication In □ "Me Too" Application. 
Aug 2001 

D Notffk;:atlon - E~aln below. D Other • Explain below. 

pfanation: Use additional page(s) If necessary. (For Section I and Section II.). 
In May 2001 Syngenta submltted a revised CSF and supporting product chemistry data for Emamectin Benzoate Technical . In August, 
the reviewer and Tom Harris, Registration Division informed Syngenta that the CSF needed further revision. ln addition, Syngenta was 
asked to submit a revised label for this product. The revised CSF is attached. The revised label is also attached and has a number o1 
revisions: ingredient statement, addition of Spanish signal word and warning statement, revised storage and disposal statements, 
updated first aid statements per PR Notice 2000-3, all references to Novartis changed to Syngenta, new Syngenta warranty statement, 
and other minor editorial changes marked on one of the enclosed copies of the label. 

Section I 
1. Material This Product WIii Be Packaaed In: 
Child•R-eslstant Packaging Unit Pacl<aging Water Soluble Packaging 2.. r~roo~••r B Yes· B Yes aves Metal 

No No No Plastic 
Glass 

Certfficatton must If "Yes" No. per II "Yes" No. per ~ Paper 
'be submitted Unit Packaging wgt. Container Unit Packaging wgt. oontainer Other (Specify) 

3. Location of Net Contents lnformatlon 4. Sl'Ze{s) Retail Container 5. Location of Label Di,ectioos B On Label D Label D Contalner On Labeling acoompanying product 

6. Manner ln Whl.ch Label Is Affixed to Product a-'" D Other 
Paper glued •••• 
Steociled • • •••• 

Section - IV •• • • • • 
1. Contact .Point (C-Omo/ete Items direotlV below for identification of individual to be contacted If neces.sarv, to ,rocess thJs ano/k;afion.J 
Name · TiUe lete,mne No. (Include Area Code) 
Carolyn F. Brinkley for this action) Sr. Regulatory Product Manager ~36~6~2-28~ • : 
John Hott (for this action and future actions on thi.s ai) Regulatory Product Manager !3~~~,2-709~ • • • • • • ••• • • 

Certification ··--· 6. • Oltti Application ·• • 
I certify that the statements I have made on this form and all attachments lf\ereto are true, accurate and oom ff .• • Received 
I acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonmenl or • • • • tl!tamped) 
both under aoolicable law. • ••• 

2

(~H]z/ J.~d a~, 3. Title • • 
Sr. Regulatory Product Manager •••••• • 

4. Type,cl ;~e (/ 5. Date 

Carolvn f; rinklev August 29, 2001 
EPA Form 8570-1 (Rev. 8-94) Prev1ou$ edillons are obsolete. 

EPA-FRM [G · CA-DOC · REG.AFFRS) 6/5197 • bb 
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farm. 

&EPA 
United Stetes 

Environmental Protection Agency 
Washington, DC 20480 § Registration OPP lde-ntifi.er Number 

Amendment 2 8 6 5 6 3 
Other 

Application for Pesticide - Section I 
1. Co~eny/Product Number 

4. Company/Product (Name) 

5. NMne and Addr ... of Applicant fin 

D Amendmont • Explain befow. 

2. EPA f'Toduct Manager 

PMI 

3. PropoMd Cluaificetion 

D Nono D Restricted 

6. Expedited Review. lo accordance with FRA Section 3(c)(3) 
lb)li), my product is similar or identical in «:9mposition and labeling 
to: I 

EPA Reg. No. / 

I 
Product Name 

Section - II 

D Fin.el printed lebel1 in 

Resubmission in response to Agency letter dated--~---
□ Agonoy letter dated 

•Me Too• Applic on. 

Notifloadon - Explein below. 

Explanation: Use eddioonal page(1) if neces111ry. 

1. Material Thia Product Will S. Packaged In: 

Child•Re!iilStaot Pack.aging ,a Yes• 

No 

Unit Packaging a: 
If ·ve,• 
Unit Packaging wgt, 

D Other • Explal 

2. Type of Container 

§ :::c 
Glau 
Peper 
Other (Specify) __ ~----

3 . Location of Net Contents lnfonnation 5. location of label Olreatlons 
On L.eb-1 0 Lebel O Conteinor On Labeling accompanying product 

6. Manner in Which l-abal i1 Mfixod to Produ D 
Section• IV 

1 . Contact Point (Comp/flt• iflNM dir9Ctly b11/ow for identifi(;ffltion of individual ro bt1 cantacts-d, if nfJCII , ro procus this application.) 

Name 1itle 

Certification 
I certify that the statemeotlil I he11e mfldo on this form and all attachments lherato are true, accurate and co 
I acknowledge that any knowingly felt.a or misleading statement may be pynighable by fine or imprisonment 
both under applleabla law. 

2. Signature 3. 11t1o 

5. Oato 

EPA Form 8570•1 {Rev. 8-94) Previous editions are obsolete. 

Telephone No. (Include Area Code) 

8. Date Appficetion 
Received 

(Stamped) 

Y• ow • AppUcant Copy 
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PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTICE: Public reporting burd n for thig collection of informetiDn iB estimated to a'o'on1ge 0.85 hour fn11r 
n,aponu, includlng timll for Mlti&wing initru,etio~n;hini;a sxi:1;tinG data sourcH, g&lhertng, and maintaining the data needed, 1100 completing arid 
reviewing tra coUecticm of informatfon. Send·co~r)ls re,gerdina tllo burdl!ln ~:!l'limat& or any o-\har e:11pect of thi11 collection Q•f informetion, including 
s,ugg-estio ru for reducing this !bu rdcn, to C:f\]9:f, lnformll!ti 011 Po!i-cy &anch, t21 3 S), U.S. Environmental Protection A.(l.er,,rcy. 401 M Street, SW, 
\N.eahington. CC 20460. 

INSTRU_t:TIO NS: This form J, to be used tor ell epplic:11ti ons for new regi etration, end ui;i"' ror-egi1itn1tion, .-neooment, ~Ml1irsion, to applicatiDns 
for nctifi0ation11, fi1n11I printed l11beling, r•erogi5trstitll"l, &te. In order to procei;rt1 &ri epl)li~o11 fot II new re11lstr11tion submitted 011 this form, the 
following materiel must eeeompanv the eppticetiont 

1. Ct1rtific.ation with Rospeot to Citation of Oatci IEPA Ft>lffl 8570-29). llf not oxen,pted by 40 CFR 152.iil lb) 14H; 
2. Confidential Staument of Fomwla (EPA FQm'l 8570R4l; 
3. Foimulator'11 Exernptitm Sta1,ernen1 IEPA Form 8570-2n; 
4. Five ct1pies of draft labeling; 
5. Tnroo copiH of •n.v date 111ubcnined; 
6. Aulhom:11tian letter where 11pplic11ble; 
7. Ma1!rices where 11pp'.li0eble. 

,S.ubn'li"lon of 'l .. l!lb111ling - ud:;,~in" shDuld first hr! submitted in the, form of draft lebal11 with a~ epplfeatiom for ne.w regi·Ur.at;ion. S:uch drafll l&lbe.'ls may be 
in the form -of tYPerli lebfil Urxt 01'1 8.5 :ii 11 inch peper tor submisaion or .11 mockup o-f th& proposfM:i label. H prep1m,d for mack.up, it should be 
'oonstnu::ted in a way as to facmti!rte storage in 11n 8.6 x 1 l inch rn~. Mock.up labels. signifiMr.rtly sml!l'ller than 8.5 x 11 iMlhH should be rnountl!la on 8.5 
1 x 11 inch PCIJHII' tor 11ubmlsslon. 
'S1.1bmit;,.ion of Data - Data submittal'.! in support of this epplication must b11 submitted in 11ec0n:lanc:e with PR Notice 86-5 . 

SPECIFIC INSTRUCTIONS: P~111.1se read tho im:tntetiorn, listad bl!ILow before 0omple1ing this application. First d&termine the type of regi■tratio 
ae-tion, listed in Blt1ck A, for which you are submittin1i! this ai:ipfo:::ation. For ~plications su.bmftted in c-onn&clion wlth New Registration 11~ions, Sections 
I, Ill, and IV must be completed by the applicant. For t1pplic:ations submitted in connection ·with amernled reregistration action!:!-, resubmlssions, 1 

ntitific:ations, rorogistrations, etc., Sectionlil I, U, tmd N mu.st be completed by th~ appkant. 
Bloc:lt A· Chock tlrie 11,J;!prnpri~w ac:tian for which yciu are submitting thii form. 

SECTION ~ -This eactia:n mu at l:io!!! camplet.ed, l!r$ ~pplieable, f9r ell ragi a1lr&tion actions. 

1. Comp•n','IProduct Numlnr - Insert vour Compenv Numbsr, if one has boon assigned by EPA. This numb•r tnay hav-ft been esriigHd1 to ¥OU as a 
ballio rogi1m·ant, a dlstriburt11~. or ea 111n Htnbllshm1mt. If your product is ragistm,t&d, insl!lrt the P,roduc:t Number. 

2,. EPA Produes Man1111at • lf known, fill in the Mme and" PM number of the EPA Product Marr.&g11r. 
3. Prop011ed auslf!CM!on ~ Spooify the proposeti cle~ifi~!itlon of this: product. 
4. Product Name· Enter the complete product nam~ of this pesticide as it wUI 11~paer on thr:r labo,1. The name must bo ~eeific to this produot only, 

Duplication ot names 1:i not pormit\l!ld ernong _produets of tho -same cDrnpany. De not include any brand name or eampany ll.ne dosigmniomi. 
S. N■ma ■nd AddroN of Applicant~ Tho ,:111ma of the firm er p-enion er:1d address i;hown in your app(icalion is the per11-Dn or firm to whom t~ 

registration will bo iswed . lif you aro acting ln behtllf of anotM r p ilrty, you mU1iit submit authmfastion from that party to act for thom in rogistreotiQn 
man11ra. An epplieam net residing, in the United Stst&S must have 110 authgrized' egant residing in lho United State-s to &ct for them in 1111 
registr11lion mlltters. The Mme and complote mailJng 11ddrMs of such an agent must accompany thi,s application. 

S. Expedited. Revl41w - R:FR.A rtetltlon 3 le), 3 (B) pn'.:r\lid~ for exp edi,teotl roviecw af lllpplicati~m for rogilltr.11tion, or emeoomant,s to t1:idsti,ng registratio 11S, 

that ere similar or identieat to other ,pesti;oid a r,rod:uots that ere c.unently r11(1i l!lltarad with 'that EPA. ,In order tor yo111r spplh::11Hon to be t1ligllJ.le for 
e)lpedited review, you must providil us with tho EPA REtgtstretion N'urnber and produ~ flllrmil rmf the pr,oduct you boliewr, iii simllar to or ;demi.cal 
your product. Tile product must be similar or idonticaJ ,in bath formulation and label8d uses. 

SECTION ll · This Meli.on murr.t boo cao,p!l!ltl!ld for an applic11tion1 11ubmi1;ted ~o 1PT1en<l the r~~lltraUon only of• currently ~gi:lilb!!nld product 
(Amendment), lot II reaubmiluion in response to an Ag~ncy lettl!lt, for notifications to tho Ag,ency, for the suhmisflloA of final printed labeling, for 
rt1registrr111ion erld for uny other action that pt1rtaim; to a ~peel"fieE"PA-reg11,tl!lred product. This 1111ction i:s !l2! .19: la u■ed to~ a new applieatiDii for 
r&gistration. 

1. Sul,jtct of ■ubmi-.lon • Check th• appJicabJe bloek and provide ti'le Ag-enov letter-elate if .appMpriatt1. Provid& a brief oxplammon Qf the purprnie(s) 
fort~ Eubmis:1ii0.n, such ll.S •the addmon of a s;lte, pest Dr i::rop {speeifvl~; ~en1enc.l the Confidential sunement of Formul11 by ... ~; •ralhr!lgistration 
~ubml!l;Shm•; •general iabel revision of u,-o diro~iDn:i,. • Attach a separate p.a"e if eddhi0n11! spece is needed. 

SECTI O'N JU (P'a(;b,giihlil and Conttlrin&r i nfomu1tion, ·· Thi cs Section m1.1 st b-e compl,erted · for -El11 11pplic-.Mions aubmltl.M hn oooneotlo n wi~l<i f!lflW 
' rl!lgi,trat:lon or &ApliG-.ebl~ un11ndmBnt!I • 
. 1. Type of Packaging • ChMk. the appropriete bioeie; if your prcdu1:t will ba pack.egad in 1!h1.1 iodicated packaging twies . 

lndic:ete the s~a cf the indivi..dual packets end numbe~ pat ret.!il containef. 
2. T~ of Retell Container • looic:et11 typo of oontaimu in which product wiU bo mark1.1ted. 
3. Loe11tio11 of Nat Cont•nta - lndic.ate ttis locllli-on af th~ ntit contents information for your s,roduct. 
4. Size(al ol R■t.D Contaln6r - Specify the ne-t co11tantr; cf all retail conteir,im, for 'W'Ollf product. 
S. LOCi!tion of UH Dindion. - lrltlicsto the locatLon ,of th& ui;e directions fot your prllduct. 
6. Manl'll!t In whieh label ia affixed Co produet - lndic&ted tho method product l11b11! ir; 11ttachr!ld tc ret.llil container. 

SECT10 N IV (Cont.i!ct Paint} • Thia S6crno n mu1Jt be completed for all ~plication~ tor Re!iii!fl:retlDn actions, i.e., now product& regilltralion, 
1nubmiulon., •mo-too,~ roreginr.etion, etc . 

l •5. Self-e~la.m!rtory. 
6,. EPA UM Orth;'. 
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&EPA 
form. 

United States 

Environmental Protection Agency 
1 

Washlngton, DC 204e!O 

F rm A 

--

• 
rovo . 0MB No 2070 60 

§ Registration OPP Identifier Number 

Amendment 'r. 42 8 6 5 6;J 
Other 

Application for Pesticide • Section I 
1 . Company,'Product Number 2 . EPA Product Manager 

4. Company/Produc:t (Namel PMI 

/ 3 . Proposed Classification 

D None D R .. trictod 

5 . Namo and Addreu of Applicant (lnclud• ZIP Code/ 6. Expedited Review. In accordance w ith FIFRA Section 3(c)(3) 
(b)(i), my product Is similar or identical in composition and labeJing 
to: 
EPA Reg. No. ---------------------
Product Name 

Section - II 

□ Amendment - Explain below. El 
RHubmia.alon In response to Agoncv Ji,tter dated □ 

------.,-\---..J□ 
Notification• Explain b•low. 

Explanation: Use additlonal page(s) if necessary. (For section I nd Section IL) 

■ ... JI-........... 

1. Material This Product Wift Be P110kag1d In: 

Flnal printed labela in response to 
Agency letter dated 
•Mo Too• Application. 

Other - Ex;,laill ~ow. 

Chilo-Roiistant Pa<:kaging 

Dv.,· 
Unit Pocl<aging Water Soluble Pa keging 2 . Tv,,o of Container 

□ No 8 Yes 

No 

If •yea• No. per 

B ::· ~:::c 
Glen 
Papor 

■ 

Unit Packaging wgt. container 
If •yes• 
Paokago wgt Other {Spocity) ______ _ 

3. Location of Not Contents lnfOOlletion 

□ Label 0 Containor 

6. Mannor in Which Label is Affixed lo Produ 

4, 'Slze(s) Reteil Container ,, 

Uthograph 
Paper Qluad 
Stoncirod 

Section - IV 

□ Otha, 

5. Location of Lebel Directions 
c:J On Lebel 
t:=J On Libeling 11coompanV1ng product 

1. Contaot Point /Comp/at• item.s dir'1Ctl'f below for idtmtlfication of individual tu b• contact•d. if necss.s.ary, to proc.ss. this IIP{JlicstJon.J 

Name Title Telephone Ni,. (Include Araa Codo) 
-■ 

Certlfic atio n 
I certify that the ir.tetements I have made on this form and ell attachments lhe«ito are true, accurate and complete . 
I ack.nowlodge that any knowingly fain or misleadlng statement may bo puniehable by fine or imprisoMlent or 
both under applicable I.aw. 

2.. Signature 3. Title 

4. TVPod Name 5. Date -... 
EPA Form 8570-1 lfwv. 8-94) Previous editions ere obsolete. 

6. Dato Application 
Received 

(Stamped) 

Yellow • AppUcant Copy 
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PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTIC'E: Public raportin,g l:lurdle111 for thie ,eotle,c:tion of informati.on is ,11stima.t~d to e\lilrtlge 0•.85 hou•r par ' 
r&&pONe, inel:uaing time for reviawino in.struC!tio~rehi1111 B.ldsting data sayri;:111$, wrth11rifl.O ~nd maintllinin; the dvt11 needed, and. c:ompleting .fl,rtd 

reviewing tha coll,action of Information. Send·co~J?t& N1gul"din17r l,t)111 burden astimato or any oth&r &s~ct of tloiis: collection of in,ormstion, inoludin,gi 
i;,ugg~n;t.ions for l'o-dueing this burclen, to Chil!lif, lnfotmtltion Policy Branch, t2i3Sl, 'U'.S. Erwironmel'ltal Prcrtection Ag:en<iv, 401 JIii Stnhl'I:, SW, 
Was·l\iin,iJton, DC 2.0400. 

JNSTRUCTIONS; This f ,orm ls to l>e usedl for all 1tpplii::atk1ns tor new regi$ttatlon, ,and Ufi~ reregin,etion, amendmant, resubmissl-on, ·ro N)plice.11lions 

for ootificalio.l'li!i, final print&d l11beling1, reregistration, •tc. In order to proci,--1!1$ 1n1 application for a f11;1w r1tgi·nra\ion aubmitted on thie- foimi. tho 
fu'lli:,wing material mult ac1~mpany the epplic11tioni 

1, • Ce!'llficll'l'lon with R•speot to Citalion of Deh!1 (EPA Fom, S 670-29}. [If na,t axen'!pted lby 40 CFR 1 52.811 ~I'd f41h 
2. Co11f"lden1ial Sllllement of fomiul,11 •IE.PA Form i'670-4J; 
3. Formuh1tor'11, E11;111mption Statement (EPA Form &S7•0•2.71; 
4. F'M COj!it.M of draft labfllling: 
5. T!we, OoplN o-f any a.at,111ubmitted; 
fl , Al.l!tnwi2~ti0<1'1 lette-r wl-lCI~ eppficmle; 
7. MamHt where llpj)ricflbl&. 

$ub:rniaafon of Lah•llnll - Labeling should firfl b1;111~tim1n!!d in the form of dreh labala with all eppllc.allio!1!j: for ru11w H1gistration. Su-cii dndt: lebalg m-v be 
in th!! form of ·typ~ label wxt on 8,, S :x 11 inch ~il!lp&r for l!!Ubmi~ltm or l!i moclk:up ot the 1prqpoud :l.ttbal .. If ,rep1m11d for mookup, it e-kiooLd be 
c::om,rruct,ftd in e wey as to ta.;;iliwt~ ;(;to.r~i•• in ah 8 .5 x 11 ini: h file. Moclwp litbels sion'ifie&ntl,v cmallar then 8.5 11 11 inchH should /b4!1 mou 111ted on S .6 
ir: 11 inch paper for 1YCmi!f11i0n. 
Submission ot Dnt!!i • D11U! f;ubmittad in wpport ,of thi:11, epp~cetion must be submitted in ~ordanco w ith PIR Noti:ct1 S-6-5. 

SPEC11FIC INSTRU(;_TrONS: Please read ·tJie instni.u::titms llst.dd below befora (:ompleting d1i, ~p«ioation,. First d,eitermim1 tile type, of "'°"i:strstio 

action, li1,t&d in Sloc,k A, for which you are wbmlniflg this 11ppmc:.ation. For spplie,stions submitted in connection wifti N1tw R11gistr11ti,:m actions, S4!1ctions 
I, 111. 11nd IV lll"ll.lst be c.ompleted by ine epplic1111t. for epr,lications su.bmiued iir1 ,connectlon with 11m1nided r·eregi$1UBtian actioru;, rHuhmisslo111s, 1 

nol!ificl!Jtlom, ren1vistretions, etc., Set;ti1ms l, II, 11.nd IV must be c,c,mplei·titd lby thfi 11pplic11n1. 
: Blod/: A - Checl:: tti.ei ,ippropri•t• action for which you1 illre submitting this form. 

· SECTIO~ _I -This nction mY$t Ibo eomµls ted., as ar,:pli0cable, for ~I registration ac.tio1111. 

1. Company~rodue'I Numkr • Insert your Company Nurnbeir,, if one has been 11ssigned by [PA. Th11 number may have-1:iee!'l 11s&igned to you ,es e 
besic ,-e g11lU-am:, a distr1butor, or as 11n es.tirat1shment.. If your produ·t:t ie: f~glate·r,ed, insert th!ll P'fodu<::t Nu.m'ber. 

2. EPA Product Mian.ar,ier ~ It kMwo, fill U!! t~e lill!Jl'l'!fl 11nd F'M numb,1;u of tho EPA Product Men,e,gt1r. 
l . Pf-opOHd Clas.J,fiealioo • Sp1tcliy th& p,roposMI elas<Sific,1;1'lfo11 of this product • 
.¢_ Product N111itte • Eriter the complete product name i;if this pesticidis uh -.vt11 111pps111r 011 the l111b"4. The name mu~ bo upeciflc to tnia product only. 

D111pficetion o,f names is not pe:rmitted llfflOFll,l pi-odu~ts of_ thei same carn-sumy. Oo no,( include eny brimd mime or compa111v /in.o de11ign_:t1rians .• 
5. Nama 11nd Ad~• of Applioc.nt. ~ Thei, name, of th.a 1ilrm or p,e rson eod address 11hown in. .,.-our epplic•a 111 i~ tha p~r&ofl or firm to whom trni 

iregiatration wiLI b-fl iswed. 1f '!(OU are, 1,tCliog in heh.a.If of another party, '!{oo mu,st 11:ubmit auth111ri2J;111iion from that party to eet for tl~m in registration 
mertera. An 11,pplioant not relid1ng in rhe U•1111t111cl St!l!te:s must hsve en authorized) a,g&nt ra!.ldlng in this Uoited Stete-s to act tor tnem i n all 
regi&'tiation ,matters. The name and eompline maf/ing 11cJdrHs of ei-1,n:h an il!OIH'lt mwa accompBny thi:s sppfo;:eli(m. 

6. Eicpadit•d ,R.•lili•w - FIFRA 1;:ecti0n 3 (el 3 (Bl pr,ovide.s for e1q;i,eai1!1-d Hlilliflw cf 11pp1icatlonQ for fBgie1ration, or amandmHts to e,ds1Ji,ng registretlon~ . 
thl!lt o11r1 !!im~ar or id•DntiGal w other peRicid i, praducts that are currently ragist11red with 1.lha EPA . In ordlil.r for yuu, -,plication, to be eU~bae for 
axpedi,t&d r,e\l'ie,w, you mu:i;:t prolrid.111 Yli, wi,th the E'F'A Re:gis.rnni on t.Lumb4!1r al'ldl product lllllffl4!1 of th1t pri:ldh,1~ yau barie\1'1 i11 similar to or idsntio.al 
your product. The product must b• 41i.fnilat ot idantical in both formulation and lahal&d usa&. 

SECTION H • Thi• Hc'lion must bo aomplo~ for ell eppliCBtions 11ubmit11ed w 11m11nd: the r,1tgi11tretion o.llly of a ourrenlly ra.gis.t:end pro,chi~t 
1 
,tAm>l!indmettll, for 111 ,f,1tr.vbmttiaicn in ral!pefiUJ to iln Agency letter, f.or notificatioM to the Agonoy, for tlh& submission of final printad l11be1L111g, for 
teregf!!tn1ti1m Mid for any othor ac:tiio111 that ~eruina to a !I?&Clflo EPA-registered! product. This 'ilacrtiion i11.!!2112 l;?R ·~n1ed for 11 11111w -.ppUeatii;m for 
regiBt:ration . 

1. Gubja ct of~ aulnrnnion - Check tlia 11pplicsbile block tmd PfQ\l')de the Agsrmy ltmo r dtito if t1ppropri.at9_ Pl'01illid1t .e brief e:ii:plimati on of the purp-0ee·M 
ior the 9Ubmimiion, such es •tlhii .!!d'.l.lition of a sJte, ,pest or ctop (s:peeifyt'; •amend lhe C,t1J1fidentiai St11te.m1B-nt of Forrnul11 by. ... ~, "'ri&~&gi.stration 
S111bmJ!l;lli11n"; ~oe11aral label revislo:n of U$.l!il direm;i1;ma •. • Attach s eeps-rst:e p.agB if additional 11p11ce ls need~. 

SECnON IU (Paeltal}i1ng Qn(i C0ritaln&r lnfom,ationl -Thi~ Se~Q.l'I .ln\lS:t be eomplitted for al'I appliclltions sulbmitt8d in conne-etion wlth 1118W 

regiatfi!ltlon or apph1.abl,o !lll'l.eodments .• 

1 • Type of P11t:bi11in,g • Check thl'I f!!iPpr,o,pri11te 'block if y,our ptodu c:t wm be psc"ao~e.cl in the i ndicatlij;lj paokaging types. 
1 rwfiMffl 1h11 s1ze gf the indiw:lu8l pad:11ts 11nd number par h!lh1il c,ontainer. 

:2:. T)IJM of bt111J Co11.taiN1r • 'lndicet& tw• of container 1.n which product will b!.IJ merketed. 
3. loc111ion of Net Con1antl ~ lrnlic11t& tlle location of th11 m~t contents informlli1ion faor VDut product. 
4. SiHlt:) of R.ull Contamr • Sp.e.cify the not contents ot i!!Ll retail Gontaina rs far p1.u pr1;1dµi;:t. 
5. Loca1ion, Qt u- Din1C1iM1a • l1ruficate the location of the usti direi~icons f,or y1mr pmi:fuct. 
6. MalVMII" in wl':!it:h l.eb•I i. affixed to prsi>dum . lnd:i•c~ted the method prnd1.1et llab11I is ii!ltte~fted to ret~l cgntainar. 

SECTl'P_N IV {Contect PointJ • Thi6 Se~tion m1.1i,t be complotGd for .sn ~i:;ili~!ll~1on1J for Regist:rnfom ~e:liQn~. ~.e ., new pmducts Ni{li,stcrmion, 

r111MJ1lmiuion, •rna•too, ~ fo&r,eglstr&tion, ew. 

'1-5. Salf-axpl11natory. 
6. EPA Uee Only. 
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; , 

• 

Emamectin Benzoate Technical 

An insecti.cide for formulati,oin into end-use insecticide products intended for non
domestic food,, feed, & outdoor use- head .& s,t,em BrassJca veg,etabies, oeJery & h,ead 
letil!uoo 

Active lngr,edient: / 
llifw ~ 

Eruamsctin Benzoate {CAS No. 137512-74-41 ___ ___ ----'g_,7~.o::..· 0=¼ 
,Other Cn,gredients; 3.0% 
Tata!: 10,0JJ% 

Product of Swiitze·rland 

EPA Reg. No. i,0~ 902 
EPA Est. 

KEEP OUT OF REACH OF CH:ILDREN 

Lotff_~- - -
N,at Weight ----
Physicaf ___ =kg 
Assay kg 
Drum No.-~~ -

SKULL & CROSSB,ON.ES] DANGER/PEllGRO 
POISON 

[SKULL & CR,QSSBONES] 

[red type} 

Si usted no entlende la eUqueta, busque a al.gulen para que se la expUque a usted 
en detalle. (If you do not understand the label !ind someone to explain: it to you in 
detail.) 

•·••·••·• • • • • • 
••••• • • 
• • ,11 . ,, .. 

• i 
• Iii·. 't . 

•••• • ,jl 

••·••· 
•I!!• Ill ·• . .. •· 
• • . . ., 
111 ,j; • • 

.., . •·. ·• . •• •• . .,,. ., ., . . . . •· 
• • •••••• • 
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• 

I 

• 

.P·RECAUTIONARY S'i'A:TEMENTS 

Hazards to Humans and Oomes1ic Animals 

Corrosive. Causes irreversib•le eye damage. Do not in eyes. o-r on clothing. Wear 
pr,otective eyewear (g,oggles, face shield,, or safety glasses), May be fatal if swallowed. 
Wash thoroiug hly wuth soap and water after h arn:rnn g and before eat! ng1,, drinking, or usiJJ1g 
tobacco. Remove and wa.s,h comamlnated clothing before reuse,, 

Have the product container or label with you when calling a polson control center 
or doctor or going f,or treatment .. 

FIRS,T AID 

l1f :in eyes I Hold eye open and rinse slowly and gently with water for 15-20 • 
mlnutes. 

• Remove contact lenses,~ present, after the fi.rst 5 minl.A:es! then 
continue rlnsing eye. 

'II Call a poison control cerner or doctor for treatment advice 
If on skin or • Take off oontami r1ated clo,thi ng .. 
clothlng 1: !Rinse skin immediately with plenty of water for 15-20 minutes 

Call a ooison control center or doctor for treatment advlcs. 
II inhaled • Move person to fresh air 

• If person is not breathing, call 91 i or an ambulance, and then 
give artificial respiration, preferably mouth~ta-mouth, if poss1ble. 

• Call a poison contml center ,or doctor for treatment advice 
If swallowed • CaH a poison control center or doctor immediately for treatment 

advjce 
, . Have· a person sip a ,glass of water if alble to s.wallaw 
•· Do not induce vomiting u.nless told to do so by a poison oon.trn! 

center or doctor. 
• Do not give anything by mouth to an unconscious person .. 

HOT LINE NUMBE.R 
In the ev&nt of a. major fire, spin I or otheli' emergenc·y cal I 1 a80O-888m8372 day 0 r 
night. 
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• 

• 

NOTE TO PHYSiCIA!N 
Flecom.mendatlons for Medi•ca:d Treatment for EmamecUn Benz:oate Acute Tox.icjty: 
Early signs ·of intoxication include mydriasis (dilated puplls), ataxia (unsteadiness),,, and 
muscle tremors. Toxicity following accld,ental ingestion a,f the· concentirate can be 
minlnnlzed by il ndiucing vomlting wlfhin ½ hauir of e)(jpo,sure. If toxicity from exposure has 
progressed to cau.se severe vomiting, the· e~ent of resultant fluid and el,ectrolyte 
imbalance should be gaug,ed. Appropriate supportive parenteral fluld replacement 
therapy sho uldl be given I alo111 g with1 other required supportuve measures ( such as 
maintenance of blood pressure levels) as indicated by ol,inicai signs, symptoms, and 
measurements. !n severe cas•es, obse·rvations should continue for at least several days 
until clinical condmon is stable and normal. S!nce emamectln benzoate is believed to 
enhance GA.BA actiVilty in an1mals, it is probably wise to avoid drugs that enhance GABA 
activity {barbiturate·s, benzodiaZiepines, valpr,oic acid} in patients with potentiaHy toxilc 
emamectin benzoate exposure. For 24 emsrgenoy medical int'ormation, call Synge.ma 
Crop Protecti oni, Inc .. at i -800-8 88-8372. 

/Environmental! Hazards 

fhls pesticide is toxic to tush, birds, mammals, and aquatlo invertebrates. Co not 
discharge effluent containing this active it1gr,sdient into, lakes,, streams., ponds, estuaries, 
oceans, or other public waters, unless in a.ccordam:::e wltlh the requir•ements. of a National 
Pollutant Discharge Elimination System ,(NPDES) permit, and the permitting a.uthcw.i.ty 
has been notified in writing prior to dischar,ge. Do not cli,scharge emuent containing this 
product into sewer s.ystems witho1ut previously no,tifying tlie local sewag,e treatment p.lant 
autihority. For guidance, contact your State Water Boa.rd or Region.al Office ot the EPA. 

' 
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• 

• 

CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY 

NOTICE: Read the entire Directions for Use and Conditions of Sale and Limitation of 
Warranty and Liability before buying or using this product. If the terms are not 
acceptable, return the product at once, unopened, and the purchase price will be 
refunded. 

The Directions for Use of this product should be followed carefully. It is impossible to 
eliminate all risks inherently associated with the use of this product. Crop injury, 
ineffectiveness or other unintended consequences may result because of such factors 
as manner of use or application, weather or crop conditions, presence of other materials 
or other influencing factors in the use of the product, which are beyond the control of 
SYNGENTA CROP PROTECTION, Inc. or Seller. All such risks shall be assumed by 
Buyer and User, and Buyer and User agree to hold SYNGENTA and Seller harmless for 
any claims relating to such factors . 

SYNGENTA warrants that this product conforms to the chemical description on the label 
and is reasonably fit for the purposes stated in the Directions for Use, subject to the 
inherent risks referred to above, when used in accordance with directions under normal 
use conditions. This warranty does not extend to the use of the product oontrary to label 
instructions, or under abnormal conditions or under conditions not reasonably 
foreseeable to or beyond the oontrol of Seller or SYNGENTA, and Buyer and User 
assume the risk of any such use. SYNGENTA MAKES NO WARRANTIES OF 
MERCHANTABILITY OR OF FITNESS FOR A PARTICULAR PURPOSE NOR ANY 
OTHER EXPRESS OR IMPLIED WARRANTY EXCEPT AS STATED ABOVE. 

In no event shall SYNGENTA or Seller be liable for any incidental, consequential or 
special damages resulting from the use or handling of this product. THE EXCLUSIVE 
REMEDY OF THE USER OR BUYER, ANO THE EXCLUSIVE LIABILITY OF 
SYNGENTA AND SELLER FOR ANY AND ALL CLAIMS, LOSSES, INJURIES OR 
DAMAGES (INCLUDING CLAIMS BASED ON BREACH OF WARRANTY, 
CONTRACT, NEGLIGENCE, TORT, STRICT LIABILITY OR OTHERWISE) 
RESULTING FROM THE USE OR HANDLING OF THIS PRODUCT, SHALL BE THE 
RETURN OF THE PURCHASE PRICE OF THE PRODUCT OR, AT THE ELECTION 
OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer this product, and Buyer and User accept it, subject to the 
foregoing conditions of sale and limitations of warranty and of liability, which may not be 
modified except by written agreement signed by a dul authorized representative of 
SYNGENTA. 
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DIRECTIONS FOR USE 

It is a violation of Federal law to use this product in a manner inconsistent with its 
labeling. 

This product may be used only to manufacture/formulate other insecticide products 
registered and labeled for use on head and stem Brassica vegetables, celery, and head 
lettuce. 

STORAGE AND DISPOSAL 

Do not store near food or feed. Do not contaminate water, food, or feed by storage or 
disposal. 

Store in a tightly closed original container in a cool, dry place. 

• Pesticide Disposal 

• 

Pesticide wastes are acutely hazardous. Improper disposal of excess pesticide, 
_____ , or rinsate is a violation of Federal law. If these wastes cannot be 
disposed of by _ use according to label instructions, contact your State Pesticide or 
Environmental Control Agency, or the Hazardous Waste representative at the nearest 
EPA Regional. Office for guidance. Pesticide that cannot be used or chemically J 7 
reprocessed must be disposed of according to federal, state, or local procedures under RGt/1' -
the Resource Conservation and Recovery Act. \ 

Container Disposal ~ 
Bulk 
Thoroughly clean container before reuse. Consult federal , state, or local disposal 
authorities for approved alternative procedures . 

250 Gal Mini Bulk 
This is a refillable container that must be returned to an authorized Syngenta refilling 
facility for refilling or disposal. 

Other Containers 
Triple rinse (or equivalent). Then offer tor recycling or reconditioning, or puncture and 
dispose of in a sanitary landfill, or by other procedures approved by state and local 
authorities. 

Note: For minor spills, leaks, etc. follow all precautions indicated on this label and clean 
up immediately. Take special care to avoid contamination of equipment and facilities 
during cleanup procedures and disposal of wastes. In the event of a major spill, f Ire, 
or other emergency, call 1-800-888-8372, day or night. 

For non-emergency (e.g. current product Information) 
call Syngenta Crof> Protection, Inc. at 1-800-334-9481 
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c-2001 Syngenta 

Syngenta Crop Protection, Inc. 
Greensboro, North Carolina 27409 

SCP 

CBB - 8/29/01 

August 30, 2001 -draft 
revised label to EPA, 
revised first aid statements 
according to PA Notice 
2000-3, revised ingredient 
statement according to new 
CSF and prod. chem, 
revised and added storage 
and disposal statements, 
specified on front panel end
use product uses supported 
for this active ingredient. 
Corrected label by adding 
Spanish signal word and 
warning statement, deleted 
chemical name of active -
common name and CAS no. 
are sumcient, changed all 
references to Novartis to 
Syngenta and replaced 
Warranty statement with 
new Syngenta Warranty 
Statement, changed country 
of origin to Switzerland, 
revised ingredient statement 
per PR Notices 97-5 & 97-6 
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Thomas Harris 

08/23/2001 05:31 PM 

To: carolyn.bnnl<ley@syngenta .corn 
cc: johnny.reynolds@syngenta.com. Linda 

Kutney/DC/USEPA/US@EPA, john.hott@syngenta.com 
Subject emamectin CSFB 

The purpose of th is email is to summarize our phone conversations today. 

To resolve the issues addressed in the 8/22/01 rejection letter Syngenta will: 

1) raise the "other" item on the CSF by 0.1 so the numbers total 100% 

2) label • Whether the "related compounds" goes up top with the "active ingredient s" or is buried 
within the "other ingredients" depends on whether the registrant cla ims the related compounds 
have any pesticidal activity. It has to be proven that the pesticida l activity exists to get the related 
compounds up top with the a.i. ; the default is to include them with the other ingredients if you 
don't know if there is pesticida l activity or not. Since both avermectin and emamectin technicals 
included the related compounds with the a.i. when originally registered I suspect t hat there was 
some discussion of their pesticida l activity (along wi h efficacy data to support the claim). I would 
therefore ask that if you want to change this and bury them in the other ingredients that you 
provide a compell ing argument as to why. If you bury the related compounds on emamectin you 
will probably also need to change the avermectin techn ical label and CSF. 

EITHER: Keep format as on current but update numbers, i.e. (verify my #'s below) 

active ingredients 
emamectin benzoate .. . 
related compounds 

other ingredients 

97 .0 
1.9 
1.1 

OR: Provide justification that the related compounds have no pesticidal act ivity. Label can 
then state: 

active ingredients 
emamectin benzoate ... 97.0 

other ingredients 3.0 

Please give me a phone call to let me know which way you'll proceed on the label before you send 
it in. My goal is to work out the kinks ahead of time so the paperwork is perfect when subm itted 
and can be quickly accepted . Thanks. 

Tom Harris 
EPA/OPPTS/OPP /RD/ IRB 
(703) 308-9423 
harris. tho ma s@epa.gov 
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~~,""~osr.,.,.~il' UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
p ft \ 

~-..., WASHINGTON, D.C. 20460 

\ ~ } 
+.,.,., pR()1t,,j 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

AUG 2 1 2001 

re : Emamectin Benzoate Technical, EPA Reg . # 100-902 
revised basic CSF and new product chemistry submitted 5/18/01 
REJECTED 

Dear Ms. Brinkley: 

OfflCEOF 
PREVENTION, P STICIDES ANO 

TOXIC SUBSTANCES 

The Agency has reviewed your submission for a revised Confidential Statement of Formula (CSF) . 
The Agency has also reviewed new product chemistry data (MAID 454208-01). The Confidential 
Statement of Formula dated 5/01/01 for the basic formulation is NOT ACCEPTABLE. 

Attached please find a copy of the product chemistry review by Linda Kutney dated 8/ 17/01. The 
review details several issues that need to be resolved. In general, you must: 

1) Resolve several CSF issues (percentage of various ingredients, identification of 
impurities if > 0.1 %) . Note: Part of the confusion with the percentages may deal 
with the last two ingredients on the CSF. Are these inerts or impurities? Compare 
to your currently accepted CSF. 

2) Submit a revised product label if the ingredient percentages differ from the currently 
registered label. 

In addition, please submit a separate CSF for each producer of the product (two are listed on the 
basic CSF dated 5/1 /01). If your intent is to phase out the original producer and switch to a new 
producer then I suggest you make the new producer the basic CSF while the original producer is 
alternate #1 CSF. If you eventually stop using the original producer you can then correct the 
current CSFs by simply telling EPA to drop the alternate #1 CSF (i.e. you only submit a letter, not a 
revised basic CSF) . If you plan to continue using both producers then it does not matter which is 
listed on which CSF but you should still submit a basic and alternate #1 to account for each 
producer separately . 

If you have any questions please contact me at (703) 308-9423 or harris.thomas@epa.gov. 

Yours truly, 

Thomas C. Harris, Biologist 
lnsecticide-Rodenticide Branch 
Registration Division (7505C) 

enclosure 

lntemet Address (URL)• ht1p://www.9J>a.gov 
R~yc:l~tcyclable • P11nted wm, Ve,gelat>le OK Based In on Aec;ycled Paper {Minimum 30% Postconsumer) 
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DP BARCODE: D2764 6 

CASE: 046738 
SUBMISSION: S600553 

DATA PACKAGE RECORD 
BEAN SHEET 

DATE: 07/23/01 
Page 1 of 

* * * CASE/SUBMISSIO INFORMATION *** 

CASE TYPE: REGISTRATION ACTION: 345 TECH - FORMULA CHANGE AMND 
RANK NG 5 POINTS () 
CHEM CALS: 22806 4''-Epimethylam·no- 4'' - deoxyavermectin Bla and Blb 95.0000% 

ID#: 0 001 00 - 0090 2 EMAMECTIN BENZOATE TECHN!CAL 
COMPANY: 000100 SYNGE A CROP PROTECTIO, IC . 
PRODUCT MANAGER: 04 MEREDITH WS 703-308 - 9366 ROOM: CM2 282 
PM TEAM REVIEWER: THOMAS HARRIS 703-308 - 9423 ROOM: CM2 211 
RECEIVED DATE; 05/25/01 DUE OUT DATE: 08/23/01 

***DATA PACKAGE INFORMATION*** 

DP BARCODE: 276416 EXPEDITE: N DATE SET: 07/23/01 DATE RET.: / / 
aHEM CAL: 122806 4''-Epimethylamino-4'' - deoxyavermectin Bl a and Blb benzoat e 
WP TYPE: 00 

cs : 
ASS GED TO 

DIV: RD 
BRAN: TRB 
SECT: CHEM 
REVR : \<...rt'""~ 
CONTR: 

y 
DATE 

I I 
I I 
I I 

LABEL: Y 
DATE 

I 
I 
I 
I 

OUT 
I 

ADMIN DUE DATE: 
NEGOT DATE: 

){ /?-'.:J/Ol 
'99/06/0.r~ 

I I 

,. 

DP BC 

I PROJ DATE: 
I 

~/ lO /.oc I 
I I I I 

***DATA REVIEW INSTRUCTIONS* ** 

MRID 454208-01 

I I 

Please review new product chemistry, analytical method, and 
resulting r evised CSF. Same manufact u r e , j st redid 
studies and resul s are different . Note change in nominal 
a.i. (they did not send label; I will ask for it }. 

I've included a copy of current accepte d CSF along with 
reviews that went into accepting it. 

-Tom Harris 
RD/IRB 
308-9423 
rm 2 3 

***DATA PACK.AGE EVALUATION*** 

o evaluat'on i s written for this data package 

* * * DI TIONAL DATA PACKAG S FOR THIS SUBMI SSION*** 

BRANCH/SECTION DATE OUT DUE BACK INS cs LABEL 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

OPPTS/OPP!R.D/TRB/PRODUCT CHEMISTRY TEA 1 

V/ASIIlNGTON, D.C. 20460 

DATE: 17/AUG/2001 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP I I EP [ ] TECHNICAL [X] 

DP BARCODE No.: D276416 
REG./File S}·m hol: 100-902 
PRODllCT NAME: Emamectin Benzoatc Technical (lvfK-244) 
COMPANY: Svngenta Crop Protection, Tnc . 

FROM: Linda I .. Kutney, Chemist ~ L. ~L~~ 
Product Chemistry Team 'i" / · -_-- · - - \ 

Tt:chnical Revie\~ Branch/RD (7505C) \7 / 
0

1 

TO: Deborah McCall, Thomas Harris PM 4 
Insecticide R.odenticide Bram:h/RD(7505C) 

Syngenta Crop Protection, Inc .. in a letter dated 5/ 18/0 I. has submitted data intended to 
support registration of their product ··Technical Emamectin Benzoate," also referred to as 
MK-244 of Avermectin, Reg. ~o. I 00-902, containing a nominal concentration of 97.0% 
Emamectin Bcnzoate. TI1c product \Vas previously registered by Merck and has been tran ·!erred 
to yngenta, who \•,iii! be producing it in the furnre. ew product chemistry data, new anal)'tical 
method. and a new CSF was submitted, with 11RTD Nos. 454208-01. A basic proposed CSf, 
dated 5/ 1/01 was also submitted . 

The reviewer contacted Carolyn Brinkley of Syngenta {336-632-2838) on 8/14/0 l to 
requ st a copy of the new label for the technical Emamectin Benzoate. to give details about the 
amount of impurities in the CSF. and to ask if any additional Group B data had been submitted. 
Syngenta responded on 8/ 15/01 by confirming that no new Group B data were submitted for 
physica1 chemical properties and these are not expected to be different from the values reported 
earlier. Syngenta also explained that the impurities in their CSf total 2.9% by \veight of the total 
percentage or the technical Emamectin 13enzoate, not 3.0%. Syngenta did not confirm the 
previous commitment to Fax the Agency a revised label by 8/16/01 . 

Previous Agency conclusions regarding physical chemical properties arc sununaii:t,cd in 
this revic,v. Revic\vs con ultcd included the follO\vi.ng: 5/4/94 reviev.• by iike Flood ~1RID 

os 427436-44 to -51, 427942-02, 428515-20 to •22, -25 and 428689-03 to-04): 7/9i93 Al mith 
revie\v (MRID Nos 4274~6-44 to -5 I) ; and the 11 /30/00 Rrucc Kitchens review· (MRlD Nos 
448837-01 to -05). 
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FINDI NGS 

• The densities, pl I's, and flash points/Harne extensions on the proposed 5/1 /0 l C. F for 
Technical Emameclin I3enzoate are identical to values on the previously accepted 5/ 18/99 
CSF for Technical Eman,ectin Ben:1.oate. 

• The Physical or Chemical Hazard statements on the proposed label for Emamectin 
Denzoatc are appropriate with respect to its flammabi lity and satisfy the requirements 
specified in 40 CFR 156.10 (h)(2)(iii). 

• The proposed storage and disposal instructions satisfy the requirements of PR 83-3. 

• The beginning materials an<l production process data requirements satisf:y Guideline 
830.1600 and 830. 1620 (Sec Iv1RJD No. 454208-01) . 

• The discussion of formation of impurities, Guideline 830.1670, is acceptable. (Sec 
l\11RlD No. 454208-01) 

• The Guideline requirement for preliminary analysis, Guideline 830.1700, is acceptable. 
(See Confidential Apptmdix) 

• The analytical method requirement for the Emamectin ilenzoatc ai (40 CFR 158. 180) is 
satisfied. A summary of this method is attached in the Appendix. 

CONCLlISIOI\S: 

IRR has reviewed this submission and concluded that it could recommend for 
registration, providing that Syngenta adequately addresses deficiencies italicized bclovv·: 

• The nominal concentration <?/the Emameclin Benzoate a. i. on the proposed 5/ /J(}J C 'F 
does not agree with the label concenlratfon. in accordance ·with the requirements of PR 
91-2. 

• The label s1a1ement concerning process related impurities and inert ingredients is not 
consistent with the CSF The iahel must he revised. 

• All impurWespresenf al levels of 0. 1% or greater must he identified on the CSF 

• Syngenta mus/ update their label to re.fleet the.fact that they are replacing Merck as the 

-2-
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Registrant. 

• Syngenta mu t en.mre that !he sum of all of the components in the cw: % by 11,•eight, in 
column 13b, toral 100. 0%. 

• Column l 1 of the proposed 51!/0J CSF. hould give the.f111l .rnpp/ier nume and street 
address/or all components in the label, exceplji,r the ;mpurilies

• Guideline 30.1550, product id,mtity and compo Won req1.dremems are not acceptable, 
but may be satL.fled by addressing the defic.:iencies concerning the C 'F and label. 

• Guideline 830.1600 (Beginning Materials . Guideline 830.16-0 ( 1:ormulation Process) 
and Guideline 830.1670 (Fom1ation of Impurities) \.vere adequately provided in ~1JRI D 
454208-01 

• The requirement for Preliminary Analysis. Guideline 830.1700 is adequately satisfied, 

• Guideline 830.1750. certtfled limif., is nof satis_fled because impurities present over 0. 1% 
mu fall he listed on the CSF. The tow/ of all valuesj,Jr %-by-weight in column l Jb 
must he I 00. 0%. The ceni fied limits for Emamectin Hcnzoate ai are slightly wider than 
the standard limits speci lied in, bul arc acceplahlc. 

• ,roup B data requirements are ·atisfied: and, the phy ·ical chemical properties were 
previously reported in various Ag ncy reviews, referenced here and summarized in thi · 
report. 

• Guideline 830.1900, Submittal of amples, is required for integral d products and for 
those or tl xicological concem, as well a~ for noninlegrated produces "vith int rfcrence or 
meLhod problems, etc. A sample of the tgai will be requi red prior to iL-; registration . 

-3-
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SUBJECT: PRODUCT CH MISTRY REVIE\V OF MP [ J EP [] TECHNICAL [XJ 

DP BARCODE No.: D276416 
REG./File ymhol: 100-902 
PRODUCT NAMF:: Emamccti.n Benzoate Technical (MK-244) 

1. 

2. 

3. 

COMPANY: Svngenta Crop Protection, Inc. 

Reviev,.:er: Linda L. Kutney 

Company: Svngenta Crop Prote tion, Inc. 

Type of Submission: Registration [Xl Reregistration [] 
Amendment l l "ME-TOO" l J Alternate formulation [] 
Permit [] Other (Specif)·) [X] TECHNICAL 

ew r l Resubmission [ l 
Experimental Use 

4 . If "Iv1e-TOO" Registration. thi. product is [X] is not [ J similar or substantially s imilar 
to EPA's Reg. No.: 

CONFIDENTIAL STATEMENT OF FORMULA 

5. Type of fomrnlation and tbe sources of active ingredients: 
• Non-i11tegratcd formulation system ...... .... ........... {] 
• Arc all technical grade active ingredients used registered? • yes [ ] • no [ ], If no, 
specify The technical is tmder process of registration 
• Integrated formulation system . .. ......... .... .. ..... -· l X] 

6. Clearance of intentionally added ingredients in the formulation for the i11tendL:d use 
(indicate in the Confidential Appendix those that are not cleared; the PC Codes should he 
provided by the chemist on the CSl· for those th,1t are cleared): 

6(a) Form ulation intended for food use under 40CFR* 180.1001 : 
• yes f] • no 11 • . omc are cleared, others are not [ l 
LABEL STATES TECH'.'IICAL 1S INTE OED FOR l•OM·1ULATION USE ONLY 

Cleared under list: • c[] • d[] • e [] Are there any limi tations for use as an 
inert under 40CFR* 180.100 1? 

• yes [ ] • no [ ], If yes, specify 
Not Applicable 
6{b) Formulation intended for non-food use: 

• yes [ J • no [ J • Some are cleared, others are not [ 1 
LABEL STATES TECHNICAL IS INTEl\DF.D FORFORMU ATTO USE O1\LY 

-4-
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6( c) Clearance by the FDA of certain formulations under 21 CFR§ 170 to 199. Examples: {a) 
indirect foo<l additives, such as food contact surface sanitizers; adhesives, coatings, paper 
and paperboard products that may contact food in packaging or holding~ and (b) 
substances generally recognizc<l as safe (GRAS) . 

• ye, ( l • no [ l • Some are cleared, oLhcrs are TI( t r ] 

7. The density, pH: and flammability values given on the CSF are identical \Vith those of 
GRN 830.7300(density), 830.7000(pII). and 830.63 l 5(Flammability), respectively: 

• yesLXl e nof] 
These value. reported on Lhe proposed 5/1/0 1 CSF, are identical to the val ucs registered 5/18/99, 
in the previously accepted CSF. 

8. The nominal concentrations (NC) of the active ingredients and the upper and lovver 
certified limits (UCL & LCl.) arc as iol!O\,vs: 

Active ingredient(s) NC 
% by weight 

UCl . LCL 

Emamectin Bcnzoate Teclmical , 97.0% Reg No 100-902 
97.0 I 00 95 .0 

9. The calculated NCs. based on the pure active ingredients {PAI), are identical to those on 
the label: 

• yes L 1 • no l X] 
No. l.ahel accepled 5124/99 says only 96.0% not 97. 0% A rev;sed label is needed. 
10. The certified limits are within the standard limits as per 40CfRs 158.175 or are 

adequately explained if tlifferent: • yes [X I • no [] 
Certified limits are acceptable. 

• PRODUCT LABEL 
A revised label i.~ needed. 
11. The chemical names of the active ingredients on the label arc identical to those on che 

CSF: • yesJX] • no[] 

12. The appropriate physical and chemical hazards statement regarding nammabi1ity or 
explosive characteristics of the product are given on the label: 
• yes [] • no l J • not applicable IX] 

_ faterial is a solid 

13. The storage and disposal instructions for the pesticide and container are in compliance 
\.:Vith PR Notice 84-1 for household use products or PR >l'otice 83-3 for all other uses: 

• yes fXl • no [ l 

-5-
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PRODUCT CHErvtI STRY DATA (SERIES 830 Subgroup A & Subgroup B) 

14. Chemical lDs/Manufacture/ 
Analytical InformaLion 

New Guideline:830.--

1550. Chemical Identity(CSF) 

1600. Beginning Materials 
1650. Formulation Process 

1670. Impurity f,' om1, tion 

1700. Preliminary Analysis 

1750. Certified Limit · (CSF) 

1800. Enforcement of Analytical ·fethod (required 
for integrated products & those of tox. concern) 

1900. Submittal of Samples (required for integrated 
products. those of tox. concern, and for nonintcgrate<l 
products 1,vith interference, etc, method problems) 

-6-

Data 
Fulfilled 

.Vo, Impurities 
present over 
0.1% must all 
be listed on the 
CSF. Total % 
by weight in 
column 13b 
must he 
/00. 0% 

Yes 
Yes 

Yes 

Yes 

No. lmpuritie.v 
present over 
0.1% mus/ all 
be !isled on the 
CSF, Tora!% 
hy weight in 
column /Jb 
must he 
100.0% 

Yes 

:Vo, this will be 
required for 
the- integrate-ti 
lgai. 1-rhich is 
of 

toxicological 
concern 

MRlD o. 

454208-0 1 
CSF 

454_08-0 1 
CSF 

454208-0 1 

454208-0 I 

454208-01 
CSF 

454208-01 
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I 5. Phvsical/Chemical Data Value or MRlDNo. 
Properties Ful- Qualital. 

New Guideline No. 830.--- filled Dcscrin. 

6302. Color (ifrequired hy PR 92-5) Ye. off white, ,:i.fotc 427436-46 to -51 

6303. Physical State Yes Solid 427436-46 to -51 

6304. Odor (if required by PR 92-5) Yes not tested 4_ 7436-46 to -51 

6305. ~telting Point NIA 427436-46 to -51 

6-106. Boiling Point NIA 427436-46 to -51 

TOO. Density Yes 1.20 g/cc 427436-46 to -51 

• Also, 74.9 lb/ft 
3 on 5/1 /01 CSF 

7840, 7860. Solubility Yes I 05 mg/1 in pH5 448837-04 
water. 
101 mg/1 in pl! 
5 buffer. 
93 mg/I in pH7 
buffer 
Not detected in 
pll 9 buffer. 

7950. Vapor Pressure /A 2-4 X 10 (-8) 427436-46 LO -5 t 
Tou 

• 7370. Dissociution Constant N/A 4.2 Benzoic 427436--46 to -51 
Acid 
7.6 ··methyl-
amino·' 

7550, 7560,75 70. Octano l \Valer Yes . 7 for the B 1 a 448837-03 
Partition Cocflicicnt (Log P) component 

5 .2 for the B 1 b 
mmor 
c.:omvonent 

-7-
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7000. pH Yes Reported to be 448837-02 
6.4 for I% aq. CSF 
suspension @ 
25C, but given 
as 6.7 @25 C, 
I% aq solution, 
on 5/1 /0lCSF 

6317. Stability NIA > 1 Year 427436-46 to -51 

63 14. Oxidation Redttction Reaction Yes 427436-46 to -51 

6315. Flamm«bilitv/Flame Extensior1 Yes 427436-46 lo -51 

6316 . Explodability Yes 427436-46 to -5 1 • 6317. Storage Stability Yes 427436-46 to -5 l 

7100. Viscosity Nii\ 427436-46 to -5 l 

6319. .\ 1fiscibility N/1\ Solid 427436-46 to -51 

6320. Corrosion Characteri sties Yes 427436-46 to -51 

6321 . Dielectric Breakdown VoltaQc N/A 427436-46 lo -51 

7100. Viscosity NIA 427436-46 to -51 

7300. Density/Bulk Den. Yes 427436-46 to -51 

MISC Henry's Law Constant Yes 3.80 X 10 (-10) 448837-05 

• atrn-m3/mole 

A = Not Applicable~ 

-8-
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APPENDIX 

tv1ethod A W-212/ 1. brief summary 

The test material is .. veighed accurntcly, included in a I 00 ml volumetric flask with MK 
244 reference substance, acctonitrile and trifluoroac.:eti acid, and sonicated for 5 minutes. The 
Response Factor and% purity of Emamec(n Benzoatc is calculated u.sing the peak area of the 
sample relative to the reference, the purity and \veight of the sample and reference, and other 
specific factors speciJfo to the test and reference solulions used. 

Toe IR spectra of the . ample is qualitati ely compared with the reference spectrum, using 
1 mg of sample in 100 mg of a Potas.sium Bromide pellet. Thb method is a liquid 
chromatographic (LC) analysis which separates and quantitatcs Emamcctin Renzoate Bla and 
Rlb, as \-vell as the process related impurities . Accuracy, recovery and precision of the method 
were acceptable. The LC conditions are as follows: 

Detector 
Column 

10 mm thick , 245 nm (UV detector). IV Merck.LaChrom L 7400 
K.romasil 100 C8, 3.5 1nicro-m particle size, 250 nun length, 

Column. Temperature room temperature 
Sample size IO micro•I of reference 
FlO\v rate 1.0 ml/minute 
Duration or Chromatography 74 minutes 

At the conditions of testing, the Emamectin Bcn7.oate B 1 a (1',;0A 426007) peak appears at 
44.3 minutes and the Emamectin Benzoate Blb(NOA-422"90) peak appears approximately at 
33.8 minutes. 

% Emamectin Benzoate - {Emamcctin Renzoate Bla (. ·oA 426007) + 
Emamectin Benzoate R 1 b(NOA-422390) } 

-9-



287

I 

I 

I

 
I 
I 

 

t .. • • •• 

C FIDENTTAL APPENDIX 

Preliminary Analvsi!> Guideline 830.1700 

The preliminary five batch analyses supports the label and CSF claim or 97 .0% Emamectin 
Benzoate. 

Emamectin Benzoate Technical 

Emamectin Benware B 1 a 
Emamectin Bcnwate B 1 h 

Avernge 

-1 Q. 

CSF % by Wt 
97.0% 
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U.S. ENVIRONMENTAL PROTECTION AGENC'Y 
Office of Pesticide Programs 

SYNGENTA CROP PROTECTION, INC . 
P . O. BOX 18300 
GREENSBORO , NC 274\1 98300 

Report of Analysds, for Compliance wi.th PR Notice 96-5 

Thank you for your transmittal of 05/25/01. Our staff 

JuN l 2 2001 

has completed a preliminary analysis of the material. The results are 
provided as follows: 

Your submittal was found to be i n ful l compliance with. 
the standards .for submission of data contained in PR 
Notice 8 ,6 - 5 • A. copy of your b i b•l iography is. enclosed, 
am1otatedl with Ma:ster Record ID' s (MRIDs) assi,gnedl to 
each document submitted. Please use these numbers in 
all future refe·renc,es to these documents. Thank you for 
your cooperation . If you have any questions concerning 
this data submi,ssion, please raise them with the 
cogni.zant Product .Manager, to whom the data ha.ve been 
released. 
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Syngenta C rop Protect:i on , Inc Tel 336 632 6000 
P.01• Box 183,00 
Giseensbom, NC 27419-83001 

syn{enta Carolyn F.. Brinkley 
Sr. Regulatory Product Manager 
Syngenta C:rop Protect/an, 1lnc 
Phone: {c336) 632-2.838 

45420S-00 

• 

May 18, 2001 

Document Processing Desk [AMEND] 
omce of Pesticide Programs {7504G) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pen s.ylvan;ia Avenue , N.W 
Washi11gton, DC 2046.0 

ax: (336) 292-8374 
E-ma ii: caro!yn, b ri nkley@syn gen1a .com 

Attention; Mr. Thomas Harris 
lnsectircide-Rodenti cide Branch 

SUBJ.ECT: EMANIECTJN BENZOA TE TECHNICAL, EPA REG. NO. 100-902 
CHANGE IN MANUFACTURER OF ACTIVE INGRfEDIENT 
REVISED CSF & SUPPORTING DATA 

Gentlern.en: 

Technical emamectin benzoate was previously registered by Merck. The registration has 
since been transferred to Syngenta Crop Pro,tection and Syngen ta wif I be producing the 
p odue-t in the future. For this ea son, Syngenta ·generated new product chemistry data that 
include new analytica l metho-:ts. The endo,secl confidential statement of ormu la is based on 
these data . 

Approval of the revised confident1 a I statement o,f formula by August is needed t-o insu1re that 
we can meet our upcoming product ion requirements and your revie1N o · this submission wi ll 
be appreciated. If you have any cuestions or comments. please con·act me. I can be 
rea,ched at (336) 632-2838. 

Sincerely yours, .. _. _ .. 
, -- / . . ,/7 .. ( .,,i 

(.!._ tf. ·' · ,( /. / . ;, -·· · . ·~ -:-7 ; -& l -: 
, 

Carolyn F ~·B'rir1kley 
Sr. Regulatory Product Manager 
Regulatory Affa irs 

-·· 
~· _.,,,,~ -~ 'ii: ~, ,,~,"J(-;y·. · .. ~ .. -.. ~ .. 

/ 

'' 
' i' t 

Enclosures: EPA Appl ication for Pesticide Amendment , , , . 
Volume 1 of 2 - Tra lilsmittar Document ·,, · •. 
Volume: 2 of 2 - Manufacturing Process Oescriptio and 8-J t'}i:,6rting Dai.a for 

Ernarnection Benz:oate Technical (Product Chemist!¥ Groc1p A 
Date) ' .. ~ 

~ .. 
•II . .;: ;i;;. i; ,a 

• 
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1. 

VOLUME I OF 2 OF SEBtvOSSION 
(TRANSWTIAL DOcm.lE~T) 

NAME AND ADDRESS OF SUB!\ifi'ITER 

SYNGENTA CROPPROTECTlON, ~C. 
P.O. BOX 18300 
GREENSBORO, NC 27419 

2. REGULATORY ACTION IN SUPPORT Of ,vmcu THIS PACKI\GE JS 
SUBMITTED 

EMAlvtECTIN BENZQATE TECHNICAL: EPA REG.~ ~o 100-902 
NOTIFICATION OF ALTERNATIVE SOURCE OF SUPPLY 

3. 'TRANSMITTAL DATE 

05/2 )/2001 

4. LIST OF SUBlVUTfED STUDIBS 

l\1RJD I 
VOLU!tt".1.E 

I 
STUDY 

NUI\-U!ER , I NlJI\-IBER TITLE 
~ 

kMttJ,. 
l TRANS\1ITT AL DOCl ~'JENT 

OF2 .. . 

2 ~L\N TF ACTURISG PROCESS 
OF2 DESCRIPTION A::;D 

45420801 
SUPPORTING D.-\ TA. FOR 
Ell.fAMECTfi'i BESZOA TE 
TECHNICAL; ST L DY \"O. PC-
01-0]4; (402) (4()2~-36) 

CO:MPANY OFFICIAL! CAROLYN F. BRINKLEY 
(NAI\1E) 

' ' [ . . 
•. l 1 1; 

' . 
' 

,f Ir f 

' . . .,__. 

'Ii I 'I • 

' 

' . ' . ' ' 
,f,: • 'II I 

i Ii • . , ' 

I 
EPA • • 1:l 
G UIDELl~E.,' ' ,r] 

NUl\IBER :• -- '1
1 .... 

~OT 
APPLICABLE 
830.1550, 
i830 . l600, 
830. 16~0, 
830. 1670, 
830 .1700, 
83(1. 1750, 
830. 1800 

COMPANY NAME:SYNGENTA CROP PROTECTJON . c-;c. 

COMPANY CONTACT: CAROL):'N F. BRJ.NKLEY 
(NAME) 

(336) 632~2838 

Page 1 of 1 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON. D.C. 20460 

06/05/2001 

CAROLYN F. BRINKLEY 
SYNGENTA CROP PROTECTION, INC. 
P.O. BOX 18300 
GREENSBORO NC 274198300 

RODUCT NAME: EMAMECIN BENZOATE TECHNICAL 
COMPANY NAME: SYNGENTA CROP PROTECTION, INC. 
OPP IDENTIFICATION NUMBER: 277150 
EPA REGISTRATION NUMBER: 100-902 
EPA RECEIPT DATE: 05/25/2001 

OFFICE Of 
F'f1.EVENTION PESTICIDES A D 

TOXIC SUBSTANCES 

• SUBJECT : RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

• 

The Office of Pesticide Programs has received your application 
for an amendment and it has passed an administrative screen for 
completeness. 

During the initial screen we determined that the application 
qualifies for fast track review. The package will now be forwarded 
to the Product Manager for review to determine its acceptability. 

If you have any questions, please contact Insecticide Branch, 
Product Manager 03, at (703) 305-6891 . 

Sincerely, 

Front End Processing Staff 
Information Services Branch 
Program Management and Support D'vision 

Internet Address (URL) • h t1p:Nwww.epa.9ov 
Racycled/R.eyclabla • Pm le.d wit Ve-gelable o , Ba ed In on Rocycled Paper (Minimum 30°• Postcon mer) 
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Syngenta Crop Prc,tection. Inc Tel 336 632 6000 
P.O. Box 18300 
Greensboro, NC 27 419-8300 -syngenta 454208-00 
Carolyn F. Brinkley 

May 18, 2001 

Document Processing Desk [AMEND) 
Office of Pesticide Programs (7504C ) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Avenue. N.V/. 
Washington, DC 20460 

Sr. Regulatory Product Manager 
Syngcn:a Crop Prc:=-<:tior. Inc 
Phone. (336) 632-LS38 
Fax . (336) 292-~374 
E-mai, carolyn b~ -.:ley;@syngenta ccm 

Attention: Mr. Thomas Harr s 
Insecticide-Rode- icide Branc 

SUBJECT: EMAMECTIN BENZOATE TECHNICAL, EPA REG. NO. 100-902 
CHANGE IN MANUFACTURER OF ACTIVE INGREDIENT 
REVISED CSF & SUPPORTING DA TA 

Gentlemen : 

Technical emamectin benzoate was prev10 sly registered by IJ erck he reg istration has 
since been transfe red to Synge .. ta Crop Pro·ec ,on a d Syr~~ ta will be producing the 
product in the future For this r~aso'"l Syngenta gene atea - ~w orocuct c emistry data that 
include new analytical methods Thee closed cod1den 1al s:aterTen: of formula is based on 
these data . 

Approval of the revised co fider : al stateme1 of fo•m ula by .:. ~gus· 1s needed o insure that 
we can meet our up con ing proc ... c ion requi ·eme ts and ye ... · ·ev ew o · tr is sub1 ission wil l 
be appreciated. If you have an~• ques 10 s O' com , ents. please con:ac me 1 can be 
reached a (336) 632-2838. 

Sincerely yo rs, 
~ -- .. 

/ , . I 
I...: ~ . 't. ~ -L .. / .,._ .. 

,,, _ 

Carolyn F .J3rinkley 
Sr. Regulatory Product Manager 
Regulatory Affairs 

Enclosures : PA Appl1cat1on fo r Pesticide Amendment 
Volume 1 of 2 - Tra1smi al Document 

. , . . . . . , 

Volume 2 of 2 - Manufacturing P ocess Descric: on and ~J~;::,orting Data or 
Emamect1on Benzoate Technic:a l (Prod c Cnemistr.y Gr'o'Jp A 
Oa:a) • " ' , 

t • 4, ~ C . 
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I. 

VOLUME I OF 2 0 SUBMISSION 
(TRANSMITTAL DOCUME T) 

NAME AND ADORE S OF SUBMITTER 

SYNGENTA CROP PROTECTION, 1N 
P.O. BOX 18300 
GREE SBORO, NC 27419 

2. REGULATORY ACTIO I SUPPORT OF WHICH THIS PACKAGE IS 
SUBMITTED 

EMAlvlE BENZQATE T CHNICAL: EPA G. NO 100-902 
OTIFICATION OF ALTERNATIVE SOURCE OF SUPPLY 

3. TRA SMITTAL DATE 

05/21/2001 

4. LIST OF SUBMlTTED STUDIES 

,~~ER 
~t'\\rJ .. 

45420801 

VOLU IE 
Ul\IBER 

1 
OF2 

..., 

OF2 

TRANSMTIT AL DO 

MAN L;J-•ACT RING PROCESS 
DESCRIPTION A D 
SUPPORTING DAT A FOR 
EMAMECTTN BE ZOA TE 
TECHNICAL; ST DY NO. P -
01 -014; (402) (402836) 

COivtPANY OFFICIAL: CAROLYN F. I3RlNKLEY 
(NAME) 

CO~IPANY NAME: SYNGENTA CROP PROTECTION. C. 

. ' ..... 
' C t 

. .... . . ' . 
' " .. , 

' " ' C • • . .. " " 
C I < 

• ' • f 
. . . 

EPA C ••• 

GUIDELINE~' . 

830. 1550, 
830.1600, 
830.1620, 
830.1670, 
830.1700, 
830.1750, 
8 0.1800 

COMPANY CONTA 'T: KLEY (336) 632-2838 
(PHONE) 

Page 1 of 1 



295

Pf ease read ln:Jtructlons on reverse before completing form. • 
\ . . 

United States § Reg;atration OPP Identifier Number 

&EPA Environmental Protection Agency Amendment -26 '1.207= 
Washington, DC 20460 Other cJ. 171 s-'O 

Application for Pesticide - Section I 
1. 

. 

Company/Product Number 2. EPA Product Manager 3. Proposed Classlficallon 
100-902 Mr. Thomas Harris 
4. Company/Product (Name) PM# lnsecticlde-Rodi3ti~ e Branch GJ None D Reslricted 
Emamectin Benzoate Technical 
5. Name and Address of Appli.cant (lrtcJude ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3(c){3) (b)(l), 

Syrigenta Crop Protection, Inc. my product Is similar or identical In composition and labeling to: 
P. O. Box 18300 
Greensboro, NC 27419 EPA Reg, No. 

c::J Check ff this is a new address Product Name 

Sect.io_n - II 
. 

W Amendment• Explain below. D Final printed labels In response to 

D Resubmission In response to Aget1cy letter dated 
Agency letter dated 

D "Me Too" Application. 

D Notification - Explain below. D Olher • Explain below. 

xplanatlon: Use additional page(s) if necessary. (For Section I and Section 11.). 
The producer has changed from Merck to Syngenta Crop Protection. Syngenta generated new product chemistry dara and a new CSF 
to support this registration and needs EPA review and approval by August, 2001 . 

Section - Ill 
1. Material This Product Will Be Packaaed In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Tim;= El YesT El Yes El Yes Melal 

No No No Plastic 
Glass 

•eertiffcatfon must If "Yes• No. per lf"Yes" No. per Paper 
be submitted Unit Pad<aglng wgl Container Unit Packaging wr;it. container · Other (Spoclfy) 

3. location of Net Contents lnfoonatlon 4, Slze{s) Retail Contalner 5. Location of Label Directions B OnLabel D Label D Container On Labeling acoompanylng product 

6. Manner in Whicfl Label is Affixed to Product § Llll>ograph D Other 
P.ip,erglued 
Stenciled 

Section - IV 
1. Contact Point (Como/ate items direct!v below for iderrtificatlon of individual to be contacted. if necessaN. to orocess this aooJTcation.J 
Name: Carolyn F. BrlnkJey I n 11e Senior Regulatory Product Tel.ephone No. (Include Area Code} 

Manaaer 336-632-2838 
Certlflc;itlon 

I certify that the statements I have made on lhis form and all attachments thereto are true, accurate and complete. 
I acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment or 
both under applicable law. 

2. 
nture a ~ a. 

j _,.4 n 'J h-1 -~--r_d__y~ 
4. (7 Typed Name 
Carolyn F. Brin ey 

EPA Form 8570-1 (Rev. 8-94) Previous editions are obsolete. 

3. TiUe 
Sr. Regulatory Product Manager 

5, Date 
May 18. 2001 

•••••• • • • • . 
•••••• • • •• 

• • ••••• 

6. Date Application 
Received 

(Stam~d) 

• • •• • • • •• • 
• 

•• • • • • . •• 
• ••• • • • 

• 
•••• . . 
•••• 

• • •••••• • 

EPA-FRM [G • CA-DOC- REGAFFRS] 6/5197- bb 
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\ . PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTICE: Public reporting burden for this collectlOf'I of Information Is estimated to average 0.85 hour per response, 
Including time for reviewing instructions, ~rching exiSting data sources, gathering and maintaining lhe data needed, and completing and reviewing the 
collection of lnformalion. Send comments regarding the burden estimate or any oll7er aspect of lhls collection or lnformation, including suggestions fol' 
reducing 1171s burden, to Chief, Information Polley Branch, (2136), U.S. Environmental ProtecOon Agency. 401 M Street, SW, Washington, DC 20460. 

INSTRUCTIONS: This form is to be used for all applications for new registration, end use reregiStraUon, amendment, resubmission, to applications for 
nolificalions, final printed labeling, reregistration , etc. In order to process an application for a new reglslration submitted on this form, the following 
material must accompany the application: 
1. Certification with Respect to Citation of Data (EPA Fom, 8570-29). [If not exempted by 40 CFR 152.81 (b) (4)]; 
2. Confidential Statement of Formula (EPA Form 8570-4); 
3. Formulator's Exemption Statement (EPA Form 8570-27); 
4. Five copies of draft labeling; 
5. Three ooples of any dala submiued; 
6. Authorization letter where appllcat>le; 
7. Matrices where applicable. 

Submission of Labeling - Labellng should first be submitted in the form of draft labelS with all applications for new registration. Such draft labels may be 
In the form of typed label t8)(t on 8.5 x 11 Jnch paper for submission or a mockup of the proposed label. tf prepared for mockup, lt should be constructed 
In a way as to facilitate storage In an 8.5 x 11 Inch file. Mockup labeLs significantly smaller than 8.5 x 11 inches should be mounted on 8.5 x 11 il1dl 
paper for submission. 
Submission of Data • Data submitted in support of this application must be submitted in accordance with PR Notice 86-5. 

SPE.Clf)C INSTRUCTIONS: Please read the Instructions listed belOw before completing this application. Firsl determine the type of regislrallon action, 
listed In Block A. for whictl you are &Jbmitting this application. For appllcaUons submitted In connection wilh Now Registration actions, Sections l, Ill, 
and IV must be completed by the applicant. For applications submitted In oonnedion with amended reregistration actions, resubn'lissioos, noUfications. 
eregistrations, etc., Sections I, l I, and IV must be completed by the applicant. 
lock A - Check the approprlate action for which you are submitting this form . 

SECTION I • This section must be completed, as applicable, for all regislralion actions. 
1. Company/Product Number - lllSert yoor CompMy Number, if one has been assigned by EPA. This number may have been assigned to you as a 

basic registrant, a distributor, or as an establishment. If your product Is registered, insert the Product Number. 
2. EPA Product Manager. If known. fill In the name and PM number of 1he EPA Product Manager. 
3 . Proposed Classification - Specify 117e proposed classification of 117is product, 
4. Product Name - Enter lhe complete product name of this pesticide as it will appear on the label. The name must be specific to this product only, 

Duplication of names is not permitted amol\g products of the 1>3me company. Do not include any brand name or company line designations. 
5. Name and Address of Appl icant - The name of the firm or person and address shown in your application is the person or firm to whom the 

registration wlll be issued. If yoo are acting in behalf of anotfler party, you must submit aulhorlzalion from that party to acl for them In registration 
matters. An applicant not residing in the United Slates must have an authorized agent residing In the United States to act for them in all 
registration matters. The name and complete ma ling address of such an agent must accompany this application. 

6. Expedited Review • FIFRA section 3 (cl 3 (8) provides for expedited review of applications for regislralion, or amendments to existing 
registrations, that are similar or klentical to other pesticide products ltlat are curTently reglstered with the EPA. In O<der fcx your appllcallon to be 
eliglble ror expedited review, you must provide us with the EPA Registration Number and product name of the product yoo believe Is similar to or 
iden1ical to your product. The product must be similar or identical In both formulation and labeled uses, 

S·ECTION U - This section must be completed for all applications submitted to amend the registration only of a currently registered product 
(Amendment). for a resubmission in response to an Agency letter, for notifications to the Agency, for the submission of final printed labeling, fol' 
reregistration and for any other action that pertains to a ag~dflc EPA-regjstered product. This section Is !!2! !Q ~ used for a new applica.tion for 
egistration. 

Subject of submission - Check the applicable block and provide the Agency letter date if appropriate. Provide a brief e.xplanallon of the purpose(s) 
for the submission. such as "117e addillon of a site, pest or crop (specify)"; "amend the Confidential Statement of Formula by .• ."; ·reregistratiOn 
submission": "general label revision of use directions: Attach a separate page If additional space Is needed . 

SECTION IU - (Packaging and Container Information) - ThiS Section must be completed for au applica~ons submitted in oonnectiOn with now registration 
or applicable amendments. 
1. Type of Packaging - Check the appropriate block if your product will be packaged in tl'le Indicated packaging types. lndle<ile the size of the 

individual packets and number per retail cootalner. 
2. Type of Retail Container - Indicate type of container in whictl product will be marketed. 
3. Location of Net Conlenls - Indicate the location of lhe net contents information for yoor product. 
4 . Size(s) of Retail Container - Specify the net contents of all retail contalners for your l)(oduct. 
5. Location of Use Directions - Indicate the location of the use dlrectlons for your product. 
6. Manner in which label Is affixed lO product • Indicated lhe method product label Is attached to retail container. 

SECTION IV (Contact Point) • This Section must be completed for all applications for Reglstration action.s, i.e. , now products registr,f!io~:OlJsubmission, 
"me-too." rereglstratlon, etc. • • • 

1-5. 
6. 

Self-explanatory. 
EPAU$80nly 

•••••• • • • • • 
•••••• • • 
••••• • • ••••• 

• 
• •• • • • • • • 
• • • •• • 

• 
• ••• • • •••• 

• • •••••• • 

EPA-FRM (G • CA·OOC - REGAFFRS] 6/5197 • bb 
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- 7 

ffNn~Mn 
.. ,... ,,,,_,.. hfont . .. form . Form ,A,.,.rowd. nue NJ;1. 2070-0050 

U ni,l~ State& § Registration 
·OPP ldeontifi11r Numbar 

&EPA Environmental Protection Agency Amendment 277150 Wuhinlilum, De 2.0400 Other 
. . 

Application for Pesticide• Section I 

I 
11. Compillnyt?wduct Nl.lTR)er 2.. EPA Pr11duet t,ihmaliJer 3. Proposed Oa.ssffi~tiQin 

' 

4. Compan,yJP~H\!ct (N!emt) . PMI □None □ 1Re1atri0ted 

~· , 
✓' 

5. No!!me and A.ddrHs .i:,f Ap,pli ,n (lnc!vds ZIP Cnthl) S. Expedited Review. In accon:lance ~%:RA Section 3 !c)(3 J 
! 

(bHiJ,, my produQ'.t is similar or iid1entical in cmposition and labeling 

to: /' 
EPA Reg. Nlo, . 

- /' □ Cht1ck if ti,1$ Is a new adrh Product Name 

' Section ~ II / 

□ AmoOO~nt • .,.,,;, bolow. '~ □ IFINII printed !abelt ~IXll'!<lll to 

ti □ 
Ageney lettl'r daU~ ' 

Rosu'bmission in rHpOMI to Aga,ncy ,~nor date •Mi, l(:l;O• Appli 011,. I 

N1:1tifi(;ation • Exp1.9ll"I belo·w. \ □ Oth&r • Exp.1 n below. 

Explanation: U!l;a .l!ldditia·nal pagels) if 111ooes~11ry. (Far s.actlo end S li!'ction 1,1,.} 

I 

Sectio ~I I 
1. M.aterl.111 lhi.t Pr•cduct wi• Be Pac;h,;od In: / '\. 
Child-Resistant P111:k.egi11g Unit. Pack.a1ii111g Wet ... , ..... "'~ 2. TW)e of Con1sirn,r 

B::· B Yff 
Ye11 ~-No I No 

Plastit: 
' I Glasii ,I 

If ~y"• 
No.p

1

7 If ~'Yas~ 
No. pi,r r\ Pepe.- ', 

•CBrlfficatio11 must Unit f'uckegin" wgt. containe P&ak8igo wgit crmt:ainer Other (Specif,;) 
submitted 

I 
:3,. Loetillio,n of Ne,t Contenta Information 

1 

/"} Reteil C0rnt11i!fl!alf 'Sm label DJ,~ ;ions 

D □ 
n labt,I 

lab&1 CoJ11tainet _ , labeling aocompelll'/ll'lg product 

fl. Manner in Which 1:,.ebel la Affixod to Prr¥Juct/ - Litkogr:aph □ 001.t!lf \. 
i-- Papd.r.~ued 

' Stenc1ird 
·' Se,ction IV ' I -

1. C1:1nt.act Pol,nt tCDmpl•l• itvm.s directly t/~w for ident'iflr.:afion of indivJdusl' to be Mntaete(f, If nec~ary, to procsA, this 11pp/i,ct,ti,;m.J 

N!lme I I Title T•lap~n& No. Uneludo Are11 Coda} I 

\ ·,., :;tf Certffication 
,. D11.e Application 

:I I certify that the 11t11tem N/\,11~ mad:11 on ~hi~ f~rm a:nd 11rJ iltta¢hml'llnm t!!efflto ani true, aoourate •'Id C(i'(l"(ll~tt. Received 

I ecknowiedga mlll ~my gly fem or m1!ll~ad1ng s.wtarmrrit ma,v .b~ pu r:11.shablo by fjl"le or imprl ~Ollintnt af [S,tamped) 
both under ~ .plloable la 

-
2.. SigMtUra 3. Tida 

. 

4. Tviu11d Name 5. f.l·a1111, 

; 

. 

Y,llow • Appl,itHl Copv 
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PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTICE: Public reporting burden for this collection of information is estimated to average 0.85 hour per 
reaponu, iocluding time for re~ewin,g in=tructio~rchin,g exitting data sources, gathering and maintaining the data needed, and completing end 
reviowlng the c:ollect,on of information. Send co~f'IU regarding the burden estimate or any other as~ct of this collection of information, induding 
suggestions to, reducing UMs burden, to Chief, Information Polley Branch, 12138), U.S . Environmental Protection Agency, 401 M Street, SW, 
Washington, DC 20480. 

INSTRUCTIONS; Thie form is to be 1m,d for all applications for new registration, eod UH reregf11tretion, amendment.. recubminion, to applications 
for notific:etione, fine! printed labeling, reregistration, etc. In order to process an appl1catlon for a new registration submitted on this form, the 
following materiel must accompany the epr>'icetion: 

t. Certification with Respect to C.t.tlon of Data (EPA Form 8570-29), llf not exempted by 40 CFR 152.81 lb) (4)1; 
2. Confidentla, Statement of Formula (EPA Form 8570-4); 
3. Fomuator'e Exemption Statement (EPA Form 8570-27); 
4, Flw ccpi" of dreft labeling; 
S. ThrM copi.1 of any dat. eubmitted; 
6. Authom•tlon letter where appllcabl ; 
7. Matrice• where eppliceble. 

Submission of LabQng - labeling 1hould first be eubmitted in the form of drsft labels with all appUcatiDft1 for MW tegistration. Such draft labels msv be 
in the tom, of typed label text on 8.S x 11 inch p11J111r for aubminion or a mockup of the propoead label. If prepared for mockup, it ehould be 
constructed in a way as to focilitete 1torage in en 8.5 x 1 l inch file. Mockup labels significently smaller than 8.5 x 11 inches ehould be mounted on 8.5 
x 11 inch paper for aubminion. 
SubmlnJon of Dau • Oeta eubmitted ln support of this application mu■t be submitted in accordance with PR Notice 86-5. 

SPECIAC INSTRUCTIONS: Please read th• instructioM list.d below before completing thic application. Fir1t determine the type of reginration 
action, li•ted in Block A, for which you are aubl'l'litting thit e;>pllcation. For applicatlons submitted in connection with New Registration ectione, Sections 
I, 111, end IV must be completed by the applicant. Fur applications submitted In connection with amended reregistration actions, resubmis~ons, 
notifications, rereglstratlcns, etc., Sections l, II, and IV mutit be completed by the applicant. 
Btock A - Check the appropriate action for which you ere submittlng this form. 

SECTION I • Thia section must be coml)leted, as applicable, for ell r11gi1tretion ections. 

1. Company/Product NumMr • Insert your Company Number, if one has boon anigned by EPA. This number mey have been uslgnod to you es a 
belie: registrant, a distributer, or Hen establishment.. If your product is registered, insert the Product Number. 

2. EPA Product Man.ager - If known, fill in the name and PM number of tho EPA P,oduot Mane~r. 
3. Propond Clauificatlon - Specify the prcpc96d cleHiflcetion of this product. 
4. Produat Name• Enter the complete product name cf this pesticide es it will appear on the label. Tho name must be sp,M)ific to this product only. 

Oup~cation of name& i1 not permitted among product■ of the same company. Do not ioclude 11ny breod name or company line designations. 
5 . Name end AddrM• of Appli<:ant - The 1\1111'111 of the firm or person and eddrns shown in your application is the person or firm to whom the 

regislfatlon will be issued. If you ere actlng in behalf of another party, you must submit authorization from that perty to act for them in tegisuation 
mett9'9. An app11cant not residing in the United States must have an authorized agent residing in the United StatH to ect for them in an 
registretion matters. The name aod complete mailing eddrHs of such an egent must accompany this application. 

6. Expedit.d Review • FlFRA section 3 (c) 3 (Bl provides for expedited review of applications for registration, or emendmeni. to existing registrations, 
that ate limilat or identical to ether pesticide products that ere C\lrrently registered with tha EPA. In order for your epplie-etion to be eligible for 
expedited review, you must provide us with the EPA Registration Number and product name of the product you befieve is similar to or identical to 
your product. The product must be similar or identical in both formulation and labeled usn. 

SECTION II · Thls eeotion must be completed for ell applications submitted to ameod the registration only of e cu«entty registered product 
(Amendment), for • rHubn'IJlaion in r■sponH to an Agency letter, for notificetloru, to the Agency, for tho eubmisllion of final print.cl labeling, for 
reregiattation aod tor any other action that pertains to a 11pi,elflc EPA•regi&1erod p,Q(jluc:t. This Hct>On le m?.112 !?! used for a new opplicetlon for 
regi1uation. 
1. Subject of_ aubmi .. ion • CMck the appnceble block eod provide the Agency letter dote if appropriate. Provi<le II brief explenetion of the purpose(,) 

for tho eubmission, such es "the addition of e site, pest or crop (specify)"; "ameod the Confidential Statement of Formoh1 by ••• •; •reregistretion 
submiseion"; ·general label re\lision of uH directions.• Attach• separate page If additional apace is needed. 

SECTION 111 (Packaging and Container Information) - This S&etion must be completed for aU eppiicetions submitted in connection with new 
registration or eppli,111ble lllt'nllndments. 
1. Type of Packaging - Check the appropriate block if your product will be packaged In the lndiceted packaging types. 

Indicate the sin of the indl\liduel packets and number per retell container. 
2. TYP• of Retail Contain.r, Indicate type of container In which product will be marketed. 
3. Location of Net Contents• Indicate the location of the net contents information fot your product. 
4. Size ls) of Ratall Ccnt■lnet - Specify the net contents cf au retail c.>ntainers for your product. 
5. Loc.atlon of u,■ Diractlona - Indicate the location of tho use dlrectlons for your product. 
6. Manner in which lab■I a. affixed to product• Indicated the method product label Is attached to retail container. 

SECTION IV (Contact Point) - This Section must be completed for all application, for Registration ections, i.e., new product• registration, 
retMJ~n, "me-too,• reregistration, etc. 

1 •5. Self•elqllanatory. 
6. EPA UH Onty. 
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,,,__u ••" IMttut:tlonl on -• b•,.,_ --t-tJrtn to-. Form Aoorov&d OM8 No 2070-0060 

United States § Registration OPP kfen1ifier Number 

&EPA Environmental Protection Agency Amendment 217150 Washington, DC 20450 L - Other 
- Application for Pesticide - Section I 

1 . Compeny/Produet Number 2. EPA Product Manager 3. Proposed Clu11ifl0ation 

-· - , - - □None D Rei.tricted -- - ..... ~ 

4. Company/Product {Nllffle) - PM# 
-

5. Name arld Addrwaa of Appli nt llnclu<J. ZIP Code/ 
, 

6. Expedited Review. In accordance with.,.FIFRA Section 31cl(3) 
I {bl(i), my product is S4mllar or identical in composition and labeling 

I 
. to: I . - - .· .. -- / l- - -- ..... - - I EPA Reg. No. -- I 

I - ., 
□ Checlc if this {$ • ~W lddrBU - Product Name 

/;' 

' · Section - II / 
I 

□ □ 
-

.......,_,. • E,q,loi• bolow. -~ ' Final printed labels in tHponH to 
Agency letter dat,d 

ti RHubmlssion in response to AGency letter dated □ •Me Too" Applloation. 

\ □ 
I 

Notification• Explein below. Other - Eltpl_rn below. ' 

Explanation: (For 11actio} \9nd Section II.) 
I 

Use lldditional paGe(s) if necessl!ry. . -

- ~ ;I 
. 

J I I 
I 

. -. -
~ -

- Section" - -Ill 
. 

I 

" 1. Material Thlt Product WiU Be Paek111ged In: I 

Child-Resistant Packaging Unit Packaging a::~-,~~ 2. Type of Container . -By .. • Bv .. ~~~ -
Plastic 

No No Glass 

ertiflcation must » •Yea• No. per If ·ves• No.p111t .'\\ Paper 
Unit Peckagi119 wgt. cont11ino1 Package wgt contaiMr Other (Specifyt 

submitt9d 
I 

3. Locatlon of Net Contents lnforme1io,i 4. Si:t,.(s) Retail Conuiiner S. Location of Label Oiroctiona 

D 0 Container 
/ E3~Labe, Lebel ,, Labeling accompanying produot 

-
□ " 6 . Manner in Which Label la Affixed to Product - Lithograph Other ' - Paper ~uad ''\. Stend ad 

I Section - IV " -
1. Contact Point (Complsttt itsms dir11ctfy below for ldttntification of individual to bs contact11d., if n11cess1Jry, ro p.rocw this application.) 

Name Title Telephone No. Oncludo Area Code) 

-
Certification 6. Date Application 

I certify that tho statements 1 have made on this form and all attachments thereto are true, ~urate end complete, Roceived 

I acknowledge th•t any knQwingly false or misl&ading statement may be puniahebl• by fine or imprisonment or (Stampedl 
both under eppllceble 1.ew. 

2. SignBtUre 3. Title I r -I -
I• 

- . ... 
5. Date 4. Typed Nam• - I-

II - I I , I 

I 
. - I - I I I 

£PA Form 8570-1 (Rev. 8-94) Pre~O\.I• editions ere obsolete. Whli. - EPA F1ie Copy (o,lvJnel} Y•Vow • Applleent Copy 
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PAPERWORK REDUCTION ACT NOTICE and tNSTRUCTIONS 

PAPERWORK REDUCTION ACT NOTICE: Public reporting burden for this collection of information 11 .stim11t11d to averege 0.85 hQtJt per 
rellf)OnM, including tirM for reviewing lnstructioD8,,,£88rching axi$ting data sources, gat.h$ring and maintaining the data neoded, and completing end 
reviewing the collection of information. Send co~nts regarding the burden estimate or any other 6SPoct of thl• collection of Information, Including 
suggestions for reducing thls burden, to Chlof, Information Polley Bn1nch. (2i 35), U.S. Environmental Protection Agency, 401 M Street, SW, 
Washington, DC 20460. 

lNSTRUCTIONS: Thi• form Is to be used for all applicetlons for new registration, end use reregistration, emendment, resubmission, to appllcatiom, 
for notific,ationa, final printed labeling, reregistration, etc. In order to proces1 an appli~tion for a new registration 1ubmitted on thia form, tho 
following materiel rnu•t accompany the application: 

1. Certification with R011pect to Citation of Data (EPA Form 8670-29). (If not exempted by 40 CFR 152.81 lb) (4)); 
2. Confld11nt1111 Stat•ment of Formula (EPA Form 8570-41; 
3. Formulator'• Exemption Statement (EPA Form 8570-27); 
4. Rw copift of draft labeling; 
s. Thr" copln of •nv daw submitted; 
6. Authori:tation letter where epplic.abla; 
7. Metric•• where applicable. 

Submiulon of Labeling - Labeling should first be submined In the form of draft label, with .ti IIJ)plicetions for new registration. Such draft labels may be 
in the form of typed label texc on 8.5 x 11 inch pe,>er for •ubmiHlon Of a mockup of tho proposed label. If prepared for mock.up, it 1hoold b• 
coll$tructed in• way as to facilitate storag. in an 8.5 x 11 inch file. Mockup labels i.lgnificarrtly smaller than 8.5 x 11 inchff should be mounted on 8.5 
x 11 Inch paper for aubmisaion. 
Submlaslon of Data - Data submitted in support of this application rnt.u,t be submitted in accordance with PR Notice 86-5. 

SPECIFIC JNSTRUCTIONS; Please read the Instructions li$ted below before oompleting this application. First detorrni,,. the type of regi11tration 
action, listed in Block A, for which you are submitting this application. For applications submitted in connection with New Registration action,, Sectiont 
I, Ill, and IV must bo completed by the applicent. For 11pplioatiom subrnined In connection with amended reregistration actions, rHubmlHiOM, 
notifications, re,egistrations, etc., Sections I, II, and IV rnust be comph,ted by the applicant. 
Block A• Check the appropriate action for which yau are submitting this form. 

SECIJON, I-This eection must be complotad, 111 applicable, for ell registration actions. 

1. Company/Product Number• Insert your Company Number, if one has been assigned by EPA. Thls number may have been oHigned to you as a 
basic registrant. a dh,ttibutor, or as an establishment. If your product ia registered, ins11r1 tho Product Number. 

2- EPA Product Manago, - If known, fill In the name arid PM oumbtr of the EPA Product Manager. 
3. Propoeed Cluatfication - Specify the proposed clatsificetion of this product. 
4_ Product Nome • Enter the complete product nam.e of this pesticide as it will appear on the label. The name muat be speoHic to thi11 product only. 

Dupllc:.etion of n m1t1 i11 not permitted emong products of the same oompany. Do not include any brand name or comp,any line delignations. 
s. Name and Add,_ of Applicant• The name of the firm or parson and addren shown in your application is the person or firm to whom the 

regl1tration will be issued. If you ar• acting in behalf of another party, you must aubmit authorization from that party to act for them in rogistretlon 
matters. An applicant not rHiding In the United States must have an autho~2.ed agent residing In the United States to act for them In all 
registration matters. The Mme and complete rnailing addrHG of such an a(r'nt must accompany this epplicotlon. 

6. £,ip.cfltod Rev\ow • FlFRA section 3 (c) 3 lB) provide, for e.xpeditad review of 11pplication1 for registration, or amondments to existing registrations, 
that are sirnilor or identical to other ~•ticide produots that are currently regil!l'tarod with the EPA. In order for Yo\Jf e~lication to be eligible for 
e:xpadited taview, yau must provide us with the EPA Registration Number and product name of the product you believe ls slmilar to or identical t 
your product. Tha product must b• similar or identicel in both formulation and leb~ed use&. 

SECTION n . ™• Hotion must be oomploted for all ..,pllcatlona wbmittod to .mend the r•gi•tt•tion only of. ountntly r-ogl ■tefed product 
lAmondment), for ■ resubminicm in tesponse to an Aoc,ncy letter, for notifications to the Agency, for- tho aubmiseion of final printed labeling, for 
reregistration and for any other action that porteina to a ,peclflc EPA-registered prOduct. Thi• 111ctlon it ruu 32 R! used for e new application for 
registration, 
1. Subje~ of, •ubmi.-lon - Cl\eck the applicable block and provide the Agency lettet dote if 8')propriete. Provide a brief explanation of the purpo111{s) 

for the submission, such as '"the addition of a site, post or crop (apoclty)•; •amend the Confidential Statement of Formula by ... •; •reregistration 
submission"; •general label ,e...;sion of u11e directlona.• Attech a sep~ret1 page if additiooel space is needed. 

SE~lON 11t (Peckagin~ and Container Information) • This Section must be completed for all applications submitted in connection with new 
re~ttration or -.,pliHbl• amendments. 
1. Type of Packaging • Check the appropriate block if ',lour product will be packaged in the indicated packaging typ1111. 

Indicate the siie of the indillidua1 packets end number per tet&il conteiner. 
2. Typo of Rot■II Container - Indicate type of container in which product will be marbted. 
3. Location of Not Conteni. • Indicate the location of the net contanta information for your product. 
4. Sizt(•) of Retaft Contelnot - SPocify the net contents of 1111 retail container■ for your product. 
5. Loutlon of u .. Diroctione - Indicate the location of the use directions for your product. 
6. Manner in whicn label ii affixed to product• Indicated the method product label It attached to retail container. 

SECTION IV (Contact Point) - ThiB Section must be completed for ell applicetions for Registretion octiona, i.e-, new product, registration, 
r~aubmiuion, •me-too,• roragiatration, etc. 

1 ·5. Seit-explanatory. 
6. EPA Uao Only. 
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,✓ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, O.C. 20460 

OFFICE OF 
PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

June 11 , 2001 

I, Thomas Harris, lnsecticide/Rodenticide Branch, Registration Division, Office of Pesticide Programs, 
Office of Prevention, Pesticides and Toxic Substances. United States Environmental Protection Agency 
("EPA"), certify that the pesticide product (s) listed below is, as of the date of this letter, a registered 
product under the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA). as amended, and that as 
such, the product(s) may be sold and marketed in the United States of America as authorized and limited 
by FIFRA. A true and correct copy of the product label approved by EPA is attached to accompany this 
letter_ 

Registration of this product(s) with EPA also denotes that the registrant listed below is responsible for 
ensuring full compliance with all the laws of the United States of America, or governing jurisdiction, 
regarding the sale storage and/or disposal of the product(s). Further, the recipient of this letter is on 
notice that the referenced registration and/or the accompanying label may change subsequent to the date 
of this letter. EPA assumes no responsibility to notify the recipient of this letter of any change in the 
status of the registration(s) and/or the product label for the product(s) listed below. 

EPA has issued registration numbers for the product(s) listed below to: 

Syngenta Crop Protection, Inc. 
P.O. Box 18300 
Greensboro. NC 27419-8300 

EPA Registration Number: 
Name of Product 

100-902 
Emamectin Benzoate Technical 

?E::.H~r~ 
Chemical Manager 
lnsecticide/Rodenticide Branch 
Registration Division (7505C) 
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Syngt>nta Crop Prokttion, Inc. T,·I. \J(1 (i:12 @UI) 
l'l 1. B,·,, l 8501) 
I. ,t, ·n<l10r,1, '\JC 27 i 1 'J-8. \/\I 1 

-syngenta 

-

May 15, 2001 

Ms. Tina Levine, Chief 
lnsecticide-Rodenticide Branch, Registration Division 
Office of Pesticide Programs (7505C) 
U.S. Environmental Protection Agency 
Ariel Rios Building 
1200 Pennsylvania Ave. NW 
Washington, DC 20460 

Dear Ms. Levine: 

SUBJECT: REQUEST FOR CERTIFICATES OF REGISTRATION 

Our Syngenta colleagues in other countries to whom Syngenta Crop Protection, Inc. U.S. supplies 
product, require Certificates of Registration {gold seals) for those products to satisfy their individual 
country's registration requirements. Please provide us with three Certificates of Registration for the 
following product{s): 

Name of Product 

Emamectin Benzoate Technical 

EPA Reg. No. 

100-902 

To meet the registrat ion timelines in the requesting countries, please provide tl)e Certificates of 
Registration as soon as possible. If you have any questions about this request, please contact me at 
the below telephone number. Thank you tor your t ime and assistance. 

Sharon Waynick 
Regu latory Support Team 
Regu latory Affairs 
PH 336-632-7930 

cc: Registrat ion Authentication File 
Chron 

•••• • • • •• • 

• 
• • •••••• • 

• 
•••• • • •••• 

• • •••••• • 

•••••• • • • • • 
•••••• • • •• 
••••• • • • •••• 
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UNITED ST A TES ENVIRONMENT AL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

Carolyn Brinkley 
Syngenta Crop Protection, Inc. 
PO Box 18300 
Greensboro, NC 27419 

re: Emamectin Benzoate Technical, EPA Reg. # 100-902 
revised basic CSF and new product chemistry submitted 7 / 19/99 
accepted 

Dear Ms. Brinkley: 

The Agency has reviewed your submission for a revised Confidential Statement of Formula 
(CSF). The Confidential Statement of Formula dated 5/18/99 for the basic formulation is 
acceptable. Revised ingredients were found to be similar to previous ingredients. The 
ingredient percentages and limits comply with PR Notice 91-2. The basic Confidential 
Statement of Formula have been added to your file as part of the record. This replaces all 
previous versions. 

The Agency has also reviewed new product chemistry data (MAID 448837-01 to -05). 
This submission meets the data requirements as specified in 40CFR158.162 with respect 
to description of the production process. This submission also satisfies the data 
requirement as specified in 40CFR158.190 with respect to physical and chemical 
characteristics for pH {830. 7000), n-octanol/water partition coefficient (830. 7570), water 
solubility {830.7840), and the calculation of Henry's Law Constant (not required). 
Enclosed please find a copy of the review by B. Kitchens dated 11 /30/00 . 

The revised basic CSF and additional data satisfy all data gaps identified in a previous 
product chemistry review {DP Barcode 1921 97 review by A. Smith dated 7 /9/93). 

If you have any questions please contact me at {703) 308-9423 or 
harris. thomas@eoa.gov . 

Yours truly. 

Thomas C. Harris, Biologist 
lnsecticide-Rodenticide Branch 
Registration Division {7505C) 

enclosure 

Internet Address (UAL)• http:Jtwww.epa.gov 
8-cyc:led/Rec~elabl• • Pmted with Vegetable OH B&Std Inks en Aecyd&d Paper (MlnllnlSm 25¾ Postconsurner) 
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DATE OUT: 30 Nov 2000 

SUBJECT: EP [x] MP ( l PRODUCT CHEMISTRY REVIEW 

TO: 

FROM: 

DP BARCODE No.: D267360 
REG./File Symbol No.: 100-902 
PRODUCT NAME:--=E=m-a=m=e-c_t~i=n.:..-,---===-=---;-..,"--~e-c_h=n=i_c=a=l'-_____ _ 
COMPANY: Norvartis Crop Pro 

PM #04, Tina Levine/Tom Harris 
Insecticide - Rodent icide Branch 
Registration Di vision {7505C) 

Bruce F. Kitchens, Chemist ~ ,L 'f ~){~ 
Technica l Review Branch 3() 1/tJt-,'- J..,ot::Q 
Registration Division (7505C) 

INTRODUCTION: 
17rtJd c/4,'I(_ 

The regist rant, orvartis Crop Protection, I ncorpor ated, is 
submitting addi tiona l data requested in a previ ous product 
chemis ry review (DP Barcode 192197 09 July 1993). In that review, 
i t was determined that data regarding solubility, stability, and pH 
for the EP & TGAI must be submitted at the time of registration. 
Additionally, a new CSF for the TGAI must be submitted in which 
impurities at levels of 0 .1% must be identif i ed on the CSF. All 
other product chemistry data requirements were satisfied . With 
this submission, the registrant is subm i tt ing data the following 
data: 

1. 

2. 

3 . 

4. 

s. 

Description of Production Process (40 CFR 158.162} MRID# 
448837-0 1 

pH of Water Solutions or Suspensions (830. 7000} MRID# 
448837-02 

n-Octanol/Water Partition Coef fic ient (830. 7570) MRID# 
448837-0 3 

Water Solubility (830.7840} MRID# 448837-04 

Henry' s Law Constant MRID# 448837-05 

The act i ve ingredient i n this product is Emamectin Benzoate at 
96% a.i. and is intended for use as an insecticide manufacturing 
use product. With this request, the registrant has submitted a 
basic Conf i den i a l Statement of Formula dated 18 May 1999, a label, 
and product chemistry data contained in MRID#s 448837-01 through 
448837-05. The Technical Review Branch (TRB) has been asked to 
review this submission. 
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SUMMARY OF FINDINGS: 

TRB has reviewed this subm~ssion and repor s the following 
findings: 

1. The study entitled: Description of Production Process (40 
CFR 158.162) MRID# 
production process 
descr 'bed. 

448837-0 is acceptable. The 
is completely and thoroughly 

2. The study entitled: pH of Water Solutions or Suspensions 
(830.7000) MRID# 448837-02 is acceptable. The average pH 
of a 1% by weight aqueous suspension at 25 :C was 
determined to be 6.4. 

3. The study entitled: n-Octanol/Water Partit ion Coefficient 
(830. 7570) MRID# 448837-03 is acceptable. The log P .,, 
was determined by liquid chromatography. The n 
octanol/water partition coefficient for the major 
component Emamectin Benzoate B ~~ was determined to be 
5.7. The n-octanol/wa er partition coefficient for the 
minor component Emamectin Benzoate B:r was determined to 
be 5.2. 

4. The study entitled: Water Solubility (830. 7840) MRID# 
448837 - 04 is acceptable. The solubility of Emamectin 
Benzoate 's major and minor components (B., and B::J were 
determined in water and in pH 5, 7, and 9 buffer 
solutions at 21°C us ing the flask method. The average, 
B:~ + B:~ • solubilities were 105 mg/1 in water, 10 mg/1 
in pH 5.0 buffer so l ution, and 93 rng/1 in pH 7.0 buffer 
solution. No peaks were detected in pH 9. O buff er 
solution since Emamectin Benzoate has limi ed stability 
under alkaline conditions . 

5. The data calculation as presented in the study Henry•s 
Law Constant MRID# 448837-05 is acceptable. Henry•s Law 
Constant was calcula ed to be 3.80 x 10-·· atm·m1 /mole. 
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TRB has reviewed this subm'ssion and conc l udes the fo lowing: 

l. The basic CSF dated 18 May 1999 is acceptable. 

2. This submission meets the data requirements as specified 
in 40 CFR 158.162 with respect to description of he 
production process. 

3. This submission also satisfies the data requirement as 
specified in 40 CFR 158 .190 with respect to physical and 
chemical characteristics for pH (830.7000) , n
Octanol/Water partition coefficient (830.7570), Water 
Solubility (830.7840), and the calcu:ation of Henry 1 s Law 
Constant (not required) . 
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SUBJECT: PP#3G4239 - Merck and Co., Inc., MK-0244 (Emamectin Benzoate) 
for Use in/on Cole Crops and Leafy Vegetables. Petition Dataed June 
30, 1993. DP Barcode; 0194566, CBTS # _12439. MRID #'s: 427436-
44, 427436-45 , 427436-46, 427436-47, 427436-48, 427436-49, 
427436-50 , 427436-51. 427942-02. 428515-20, 428515-21, 428515· 
22, 428515-25, 428689-03. 428689-04. 

FROM: 

THROUGH: 

TO: 

Michael T. Flood, Ph.D .• Chemi t 
Tolerance Petition Section II 
Chemistry Branch I -- Tolerance Support 
Health Effects Division (7509C) 

Elizabeth T. Haeberer. Section Head, TPSII 
Chemistry Branch I - Tolerance Support 
Health Effects Division (7509C) 

George LaRocca, PM 13 
Insecticide - Rodenticide Brancb 
Registration Division (7505C) 

Attached please find the review of Merck and Co, Inc. 1s temporary tolerance 
petition/E P for use of MK-0244 t4"-deoxy-4"-epi-methyl amino avennectin Bl benzoate] 
in/on cole crops and leafy vegetables. These tudies were reviewed by Dynamac Corporation. 
The review has undergone secondary review in CBTS and has been revised to be consistent 
with Branch policies . 

CBTS dues not recommend that temporary tolerances be establi hed for this pesticide. 
111e analytical method must be indepemiently validated and a question concerning the 
analytical method must be answered . . The petitioner must submit revised Sections Band Fin 
which the proposed use/tolerance is limited to "head lettuce" instead of "lettuce" . 

Attachment (with 5 sub-attachments): Dyna.mac orporation review dated 2/18/94. 

cc(with attachments): PP#3G4239, Mike Hood) RF SF. 
cc(without sub-attachments): Circu. 
cc(without attachment or sub-atcachments): E. Haeberer. 
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7509C:CBTS:Reviewer(MTF):CM#2:Rm804P:703-305-7990:typist(mLt):4/26/94. 
RDl:SectionHead:ETHaeberer.:4/20/94:BranchSeniorScientist:RALoranger: 

4/22/94: BranchChief: DFEdward :4/25/9MK-0244 
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TEMPORARY TOLERANCE PETITION (PP/l3G04239) 

AND EXPERIMENTAL USE PERMIT FOR SE OJ~ MK-0244 

ON COLE CROPS AND LEAFY VEGETABLES 

(CBTS 0 . 12439: DP BARCODE NO. D194566) 

MK·0244 f4 "-deoxy-4 "-epi-metbyl amino avermectin Bl benzoate (propo ed common name = 
emamectin bcnzoate)] is a broad spectrum larvacide/insectidde developed by Merck and Co., Inc. as a 
second generation semi-synthetic avcrmecti.n. MK-0244 is derived from abamecti.n and is a mixture of 
two homologues designated as BlA (or MABlA) and BlB (or MABlB) typicaJJy present at a ratio of 
90:10 (MABlA:MABlB). 

The petitioner. Merck and Co. , Inc., is proposing the establishment of temporary tolerance for the 
combined resjdues of MK-0244 , its delta 8.9-isomer, and the degradation product , 4"-deoxy-4'1-epi-(N
formyl)-avcrmectin Bla (FABlA), 4"-deoxy-4 "-epi-( -fonnyl-N-methyl)-avermectin B1 a (MFBlA), and 
4 "-deoxy-4 "-epi-amino avennectin Bl a (ABlA) as follows: 

Broccoli ... ... ..... . .. .. ....... 0.025 ppm 
Brussels Sprouts . . . . .... 0.025 ppm 
Cabbage .. .. .. ........ . ..... . . 0.025 ppm 
Cauliflower .......... ... . ... 0 .025 ppm 
Celery .......................... 0.025 ppm 
Lettuce ... . ............ ...... . . 0 .025 ppm 
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No temporary or permanent tolerance has yet been established for residues of MK-0244 amt its 
metabolites and degradation product in/on raw agricultural and animal commodities. 

Associated with this temporary tolerance petition, Merck has requested an experimental ust: permit (EUP) 
for use of MK-0244 EC (EPA File Symbol No. 618-EUP-RU) on cote crops (broccoli, Brussels sprouts, 
cabbage and caulitlower) and leafy vegetables (celery and lettuce). The primary purpose of this EUP is 
to further define an<l obtain crop residue and efficacy data from large plots using commercial ground 
boom application equipment. The E P program involves use of 50 acres in AZ. southem CA, FL, and 
south TX. The total quantity of material proposed for u e is 109 quarts of formulated product (4.5 lb ai 
equivalent). 

CO CLUSlONS 

I. The product chemistry data submitted with this petition are adequate to fulfill the requirements for 
this EUP and temporary tolerance request. The comments listed in Attachment I are intended to aid 
the petitioner in fulfilling the requiremencs for a future permanent tolerance. 

2a. The nature of the residue in plants is adequately understood for purpose of this EUP and temporary 
tolerance petition. CBTS tentatively concludes that the residue of concern is parent compound MK.-
0244, its delta 8,9-isomer, and the degradation products FABlA, MFBIA and ABlA. The 
significance of the remaining metabolites that were identified (~ch at level <0.01 ppm. each <3 % 
TRR) following exaggerated (6. 7x) rates will be deferred to the HED Metabolism Comminee. The 
Committee will also determine which compounds must appear ·in the tolerance expression. 

2b. For establishment of pem1anent tolerances. the nature of the residue in plants is not adequately 
understood . The petitioner should auempt to further characterize/identify the unknown polar 14C
residucs in the methanol:water extracts of lettuce leaf. These polar residues accounted for up to 
0.105 ppm (- 55% TRR) from l.3x-treated lettuce and 0 .328 ppm (~55% TRR) from 6.7x-treated 
lettuce. The polar residues should at least be further characterized in a manner similar to the polar 
fractions found. in the avermectin B, metabolism studies. Assuming that complete chromatographic 
separation of these metabolites is not likely , the petitioner should at leasL demonstrate that the polar 
fraction does noc consist of compounds having the macrocyclic lactone ring. 

2c. At this time no funher work need be done on the DMSO-extractable residue or·the residue 
remaining after DMSO extraction. However, for permanent tolerance , the petitioner should 
confirm that the re idues remaining after methanol :water extraction were extracccd with D ISO, 
then extracted with methanoJ , then extracted with DMSO -- as stated on page 40. Elsewhere (pcigc 
52) it is implied that methanol was used to partially soluhilize the residue already extracted by 
DMSO, not the residue remaining after DMSO extraction. 

2d. Assuming that further characterization of the polar residues gives results analogous to those for 
avermectin B1• CBTS will not require an additional metabolism study on colc crops. (This 

2 
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5. 

conclusion could change if forthcoming studies on additional crops demonstrate dissimilar metabolic 
profiles.) 

o animal metabolism or feeding studies were ubmitted with this petition . However, tolerances in 
milk; eggs, and animal tissues are not needed since no feed items are associated with the subjecL 
commodities for which temporary tolerances are being proposed. 

The available data indicate that Method 244-92-3, wilh a detection limit of 0.001 ppm for each 
analyte t is adequate for determining re idues of of lvIK-0244 and its metabolites (MFBlA, 8 ,9-Z. 
ABlA, and ABlA) in/on leafy vegetable and cote crop commodities. Method 244-92-3 is 
adequate for residue data collection only. For purposes of this EUP and temporary tolerance 
petition, an independent laboratory method validation, in accordance with PR Notice 88-5 dated 
7/15/88, is required. The structure of the fluorescent derivative should be submiu.ed. 

For the establishment of permanent tolerances , ACB/BEAD will perform a petition method 
validation (PMV) once a successful independent laboratory validation has been conducted . CBTS 
reiterates that the proposed enforcement method must be radiovalidated using representative sample 
from the lettuce metabolism study . Finally , MK--0244 and the other compounds appearing in the 
tolerance expression hould be tested using FDA's Multiresidue methods (PAM Vol. 1). 

For purposes of this EUP and temporary tolerance petition. the ·submitted storage stability data are 
adequate. The data indicate that residues of MK-0244 and its metabolites are stable in/on lettuce 
and cabbage under frozen storage conditions for up to 3 months. 

For establishment of pcm1anent tolerances, additional storage stability data arc required reflecting 
the maximum storage intervals of samples from the magnitude of the residue studies in broccoli ( - 6 
months), cabbage ( ~5 months), celery (- 17 months) , and head lettuce (--28 months) . CBTS is 
a,...,are that the final report of an ongoing three-year storage stability study will be submitted when 
completed . 

6a . For purposes of this EUP and temporary tolerance petition, the available data indicate that 
combined residues of MK-0244 and it. metabolites (delta 8,9-isomer: FABlA; fflilA: and ABlA) 
will not exceed the proposed tolerances of 0.025 ppm in/on celery and head lettuce following 

. applications of the 0.16 lb/gal EC formulation according to the proposed use pauerns (7-day PHI; 
six foliar applications at 0. 015 lb ai/ A/application; 7-day retreatment intervals). CBTS i unahlc to 
draw a similar conclusion concerning leaf lettuce. A revised Section F should be submitted in 
which the proposed tolerance is for head lettuce only. A revi ed Section B should also be ubrnittcd 
in which use is limited to head lettuce. 

6b. For establi hment of permanent tolerances , additional field residue data are required. For celery, 
field trial data depicting residues of concern are needed from an additional five trials conducted in 
Region X and from one triaJ conducted in Region V. (A list of tatcs within a region is given in 
Attachment V to this memo.) If the petitioner wi hes to obtain a tolerance for head 1ettuce only, 

3 
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two additional field trials should be carried out in Region X. For a permanent tolerance for lettuce , 
as opposed to head lettuce, data depicting residue of concern on leaf lettuce are nee<led. At lca~t 
six trials should be carried out in Region X (4 trial. ) , Region III (1 trial) and Region I (l trial). 

7a. For purposes of this EUP and temporary tolerance petition, the available data indicate that 
combined residue of MK-0244 and its metabolites (delta 8,9-isomer: FABIA; MFBlA; and ABlA) 
will not exceed the proposed tol~rances of 0 .025 ppm in/on broccoli, cabbage, and cauliflower 
following applications of the 0.16 lb/gal EC formulation according to the proposed use patterns (7-
day PHI; six foliar applications at 0 .015 lb ai /A/application; 7-day retreatment interval ). 

7b. For establishment of permanent tolerances, additional field trials are required . The petitioner ha 
the option of seeding toleram:es for each RAC independently, in which case a total of 13 additional 
field trials would be necessary, or see<ling crop group tolerances. Establishment of a crop group 
tolerance for Bra · ica leafy vegetables [40 CFR 180.34J would re4uire an addition.al 9 trials. 
E tablishment of a crop group tolerance for the forthcoming ''head and stem Brassica" subgroup 
would require an additional 4 trials . These requirements are outlined in greater detail on page 31-
32 of this memo. 

8. An International Residue Limit Status sheet is appended to this review. There are currently no 
Codex, Canadian, or Mexican maximum residue limit on MK-0244 or its melabolites. 
Compatibility is therefore not an issue. 

RECOMMENDATIONS 

CBTS cannot recommend in favor of thi. EUP and temporary tolerance request until the petitioner 
addresses the concerns relating the need for independent laboratory method validation ( ee Conclusion 

o. 4). The structure of the fluore cent derivative ~hould be ubmittcd. The petitioner must submit a 
revised Section F in which the proposed tolerance for "lettuce" is changed to "head lettuce" (Conclusion 
6a). Pending decisions from the HED Metabolism Commiu.ee regarding what compound should be 
regulated, the petitioner may have tO submit an amended Section F (see Conclusion 2a). The other 
deficiencies cited are intended to aid the petitioner in fulfilling the requirements for future permanent 
tolerances. 

DETAILED CONSIDERATIONS 

Product Chemistry 

The evaluation of product chemistry data (MRIDs 427436-44 through -51 , and 42794202) as ociated with 
the E P application was performed by RD (DP Barcode 192197, A. Smith, 7/9/93). The review 
addressed the product chemistry data requirements for MK-0244 Technical (TGAJ) and MK-0244 EC 
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In ecticide (End-Use Product. EP). A complete copy of the review is included in this document as 
Attacltment I (including Confidential Appendix containing CBI). 

The following product chemistry topics were deemed adequate for both TGAI and EP: (i) product 
identity and disclosure of ingredients (GLN 61-1); (ii) beginning materials and manufacruring process 
(GL 61-2)~ (iii) discussion of the formation of impurities (GLN 61-3) ; (iv) preliminary analysis (GLN 
62-1); and (v) analytical methods to verify certified limits (GL 62-3). 

The certification of ingredient limits (GL 62-2) was deemed adequate for the EP but not for the 
technical product. When full registration is requested, a Confidential Statement of Fonnula (CSF) for the 
TGAI must be submitted . Additionally , impurities present at levels of O .1 % should be identified and 
included on the CSF. 

The submitted data on physical and chemical properties (GLNs 63-2 through 63-13) were also deemed 
adequate. However, when full registration is requested, the following additional data must be submitted: 

• (i) solubility (both EP and TGAI); (ii) stability (TGAI) ; and (iii) pH (both EP and TGAI). 

• 

Proposed Use 

MK-0244 EC (EPA FiJe Symbol No . 618-EUP-RU) is an emulsifiable formulation containing 0.16 lb 
ai/gal and the following ingredients: · 

Accive Ingredient 

lnen Ingredient 

MK-0244: 4" -deoxy-4" -epi-methyl amino avermectin BI bcnzoate 
(a mixrure of a minimum of 90% 4 • -dco~y-4" -cpi-mclhyl amino 
avermectin BlA (25-sec-butyl) and a maximum of 10% 4 •-deox,•-4 • -epi
methyl amino avcrmcctin BIB (25-iso-propyl) benzoate 

sec Attachment I 

2.15% 

97.85 % 

The product is proposed for six foliar applications to broccoli, Brussels sprouts, cabbage, caulitlower. 
celery, and lettuce at 0.0075-0.015 lb ail A/application with a non-ionic surfactant using ground or aerial 
equipmem with 7-day retreatment intervals. The proposed maxin1um seasonal rate per growing season is 
0.09 lb ail A. Aerial applications are to be made in a minimum of 5 gal/A. A grazing restriction and a 7-
day PHI are proposed. 

According to our updated Table 11 of the Residue Chemistry Guidelines, none of these commodities are 
animal teed items. The petitioner may wish to delete any _61-razing restriction from the lahel. 

Qualitative Nature of the Residue in Lettuce 

Merck and Co., Inc. suhmitted two volumes of data (1993; NllUD 42851522) depicting the metabolism of 
[

14C]MAB1A homolog of MK-0244 in head lctruce. The in-life phase of the study was initiated in 1990 
and was conducted by AB Laboratories, Inc. (Columbia, :MO). The test substance. radiolabeled at one 
of five -positions (C3, C7, Cll, Cl3, or C23) , was prepared a..c:; the EC formulation, diluted wit.h water, 

5 
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DP BARCOD.E: D267360 

CASE: 0467'.38 DATA PACKAGE RECORD D.ATE: 07 / 1 1 /00 
SUBMISSION: 5582204 BEAN SHEET Page 1 of l 

***,CASE/SUBMISSION INFORMATION*** 

CASE TYPE: REGISTRATI ON ACTIONi:: 400 DATA.-M.I SC DATA-NOT REQUES 
RANKING 15 POINTS () 
CHEMI CALS: 122806 4''-Epimethylarnino-4' 1 -deoxyavermectin B1a and Blb 95.0000% 

ID#: 000100-00902 EMAMECTlN BENZOATE 'F!ECHNICAL 
COMPANY: 0001 00 NOVARTIS CROP PROTEC'f I ON, INC, 
PRODUCT· MANAGER: 04 TI NA LEVINE 703-308-7055 ROOM: CM2 219 
PM TEAM REVI EWER: THOMAS HARRIS 703-308-'9423 ROOM: CM2 211 
RECEIVED DATE: 07/22/99 DUE our DATE: 1 0/19/00 

***DATA PACKAGE INFORMATION*** 

DP BARCOOE: 267:360 EXPEDITE: N DATE SENT: 07/11/00 
A HEMICAL: JL.22 8.06 4' 1 =Epiroethylamino-4' ' - deo:xyavermectin 

DATE RET. : / / 
B,la and B1b benzoate 

llllPJp T'YPE: 001 
CSF: Y. LA.BEL: Y 

ASSIGNED TO 
DIV: RD 
BRAN: TRB 
SECT: ..J:;f:J! ~ 
RE:VR: 

DATE 
I 
I 

IN 
I 
I 

DATE 

I 
I 

OUT 
I 
I 

ADMIN DUE DATE: 10/29 00 
NEGOT DATE: :'8 / 1 / Bi 

PROJ DATE: / / 

CONTR: 

• 

DP BC 

I I I I 
I I I I 
I I I J 

***DATA REVIEW INSTRUCTIONS*** 

Please review new product chemistry and revised basic CSF . 
MRIDs: 44 8837 -01 th u - 05 

'These were submitted in respo,nse t o .a request from CDPR (se e 
p. 2 of Novartis 7/19/99 letter). Not sure why CDPR wanted 
it; differences in CSF are not obvious (except maybe pr oduct 
density and pH) .. 

Copy of origina l prod chem review by HED is enclosed (it's 
part of analys i s for temporary tolerance on cole crops). 

Sorry for the delay in beaning this out~ it was buried in a 
tolerance submission that just got on OPP workplan. 
-Tom Harris 
RD/IRB 
308-9423 

***DATA PACKAGE EVALUATION*** 

No evai l uati.on is written for this data package 

***ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION*** 

BRANCH/SECTION DATE OUT DUE BACK INS CSF LABEL 
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U.S. ENVIRONMENTAL PROTECTION AGENCY 
Office of Pesticide Programs 

NOVARTIS CROP PROTECTION, INC. 
P.O. BOX 18300 
GREENSBORO, NC 274198300 

Report of Analysis for Compliance with PR Notice 86-5 

Thank you for your transmittal of 07/22/99. Our staff 
has completed a preliminary analysis of the material. The' results are 
provided as follows: 

Your submittal was found to be in full compliance with 
the standards for submission of data contained in PR 
Notice 86-5. A copy of your bibliography is enclosed, 
annotated with Master Record ID's (MRIDs) assigned to 
each document submitted. Please use these numbers in 
all future references to these documents. Thank you for 
your cooperation. If you have any questions concerning 
this data submission, please raise them with the 
cognizant Product Manager, to whom the data have been 
released • 



316

' . ' . ,, 

• 

• 

NOVARTlS 

July 19, 1999 

Document Processing Desk (AMEND) 
Office of Pesticide Programs (7504-C) 
U.S. Environmental Protection Agency 
401 M Street S.W. 
Washington, DC 20460 

Attention: Mr. Thomas Harris. IRB 

Nonrtl1 Crop Protection, Inc. 
P.O. Bol( 18300 
Green5boro, NC 2 7 419-8300 
www.cp.1.1s.n0v11rtis,c0m 

Tel 336 632 6000 

448837-00 

SUBJECT: EMAMECTIN BENZOATE. EPA REG. NO, 100-902, PROCLAIM®, 
EPA REG. NO, 1~904, AND DENIM™ EPA REG. NO, 100-903: 
AMENDED PETITION PP 7F4845 FOR TOLERANCES OF 
EMAMECTIN BENZOATE IN OR ON FRUITING VEGETAB~. 
LEAFY BRASS/CA VEGETABLES, COTTON, AND LEAFY 
VEGETABLES 

Dear Mr. Harris, 

Enclosed with this letter is the amended Pesticide Petition for the establishment of tolerances 
of emamectin benz.oate fruiting vegetables, leafy Brassica vegetables, cotton, and leafy 
vegetables. In addition, Novartis requests amendment of the Proclaim and Denim labels to add 
these new use sites. Novartis also submits a Reduced Risk rationale for this petition for the 
Agency's consideration. Novartis believes emamectin benzoate is an excellent candidate for 
expedited review based on its organophosphate pesticide replacement possibilities .. 

The combination of new residue studies on leafy vegetables with previously acceptable residue 
studies on celery and head lettuce a11ow for the establishment of the proposed leafy vegetable 
tolerance. The establishment of the crop group tolerance will require the revocation or 
conversion of existing tolerances for head lettuce and celery. 

Novanis Crop Protection lists this petition as a Number I 3, minor use priority, in a letter date-a · · . 
3/26/99. 

Novanis also submits a draft summary of the Notice of Filing as required by FQPA for Federal . 
Register publication and also copies of the label containing the new uses. 
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Along with the Residue Chemistry dala volumes, Nova.:rfrs is submining several P:roduct 
Cnemistcy volumes and a revised CSF for emamectin ben:z.oate technicat Novartis genera.ted 
these data as a response 'tO reviews received from the CaUfom,ia Department of Pesticide 
Re,gulat1on (CDPR). CDPR has reviewed the data base for emamectin benzoate in the 
proces.s ,of registering the products ln California. No significant results were noted in this 
data, 

The pmposed e.mamedin benz.oate lol,ero:nces are below. 

Crop 

, Cottonseed. 

Proposed 
Toleramc.e 

- JD) 

0.025 
0.02 
0.025 

Crop :Proposed 
Tolerance 

- - _,_ml 
0.05 
0.1 

A ,check in the amount of S4. WO wm be sent to t~,e EPA Headquarlien Accountin,g Operatkms 
Branch 10 pay the required fees in association with the additional tolerance r,equested in this 
pesticide petition. 

Thank you for your con:sideradon of this pe:litiOtL If you ha"'e any questions, please c-0ntact me 
at (336) 632~2391 , 

Rohen E. M. Wurz. Ph.D. 
Senior Regu li!itof)' Manager 
.Regulatory Affairs 

Enclosures: 
Petiti,on 
Labels 
Forru 8570~ l 
CSF 

.... - Ii! 

• 
j; ~ ... ... 

' ' . 

' . 
ii, -
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VOLUME 1 OF 24 OF SUBMISSION 
(TRANSMITTAL DOCUMENT) 

I. NAME AND ADDRESS OF SUBMITTER 

NOVARTIS CROP PROTECTION, INC. 
P.O. BOX 18300 
GREENSBORO, NC 27419 

2. REGULATORY ACTION IN SUPPORT OF WHICH THIS PACKAGE IS 
SUBMITTED 

EMAMECTIN BENZOATE, EPA REG. NO. 100-902~ AMENDED PETITION 
PP7E4845 FOR TOLERANCES ON FRUITING VEGETABLES, LEAFY 
BRASS/CA VEGETABLES, COTTON, AND LEAFY VEGETABLES 

3. TRA SMITT AL DATE 

7/19/99 

4. LIST OF SUBMITTED STt:DIES 

MRID VOL ME I STUDY 
NUMBER 1\1UMBER : TITLE 

1 TRANSMnT AL DOCUMENT 
OF 24 

2 EMAMECTIN BENZOATE 
OF 24 TECHNICAL - PRODUCT 

44883701 
CHEMISTRY; GROUP A; 
STUDY NO. PC·99-016; 
(387)( 109186) 

3 EMAMECTIN BENZOA TE 

I 
EPA 
GUIDELINE 
NUMBER 

NOT 
APPLICABLE 

830-1620 

830-7000 .- ; • I 

OF 24 TECHNICAL (ADDENDUM ··--·] 
· TO MRID # 42794202); ... 

= - : : I 44883702 PRODUCT CHEMISTRY; ... .. . ... .. 
GROUP B; (387)(886-99, 

. ' . 
• . 

108552) . . .. 
' 

4 EMAMECTIN BENZOATE 831)-15.70 
- ----...-. . 
• . . 

OF 24 TECHNICAL (ADDENDUM ' I • • • ~ • 
TO MRID # 42794202); • , . . . 
PRODUCT CHEMISTRY; 

.... 
44883703 • . . 

GROUP B; (387)(163-98, • • ' •••• 
108553) 

Page I of 4 

-•~ 
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MRID VOLUME I STUDY I 
EPA 

NUMBER NUMBER GUIDELINE TITLE 
NUMBER 

5 EMAMECTIN BENZOATE 830-7840 
OF 24 TECHNICAL (ADDENDUM 

TO MRID # 42794202); 
44883104 PRODUCT CHEMISTRY; 

GROUP B; (387)(162-98. 
108555) 

6 EMAMECTIN BENZOATE 830-7950 
OF 24 TECHNICAL (ADDENDUM 

TO MRID 42794202); 
44883105 PRODUCT CHEMISTRY; 

. GROUP B; STUJ?Y NO. PC-99-

• 017;(387)(108554) 
7 CGA-293343 AND 860--1000, 860-

OF 24 EMAMECTIN - MAGNITUDE 1500 

44883106 
OF THE RESIDUE IN OR ON 
TOBACCO; (387)( 133-98, 
110078) 

8 EMAMECTIN - MAGNITUDE 860-1000, 860-
OF 24 OF THE RESIDUES IN OR ON 1500 

REPRESENTATIVE 

44883101 
COMMODITIES OF CROP 
GROUP4: LEAFY 
VEGETABLES; (387)(135-98, 
110067) 

9 EMAMECTIN - MAGNITUDE 860- 1000. 860-

• OF 24 OF THE RESIDUES IN OR ON 1500 
REPRESENTATIVE 
COMMODITIES OF CROP 

44883708 GROUP 5: BRASS/CA (COLE) 
LEAFY VEGETABLES; 
(387)(136-98, 110068) .... . -

10 EMAMECTIN - MAGNITUDE 860-1000, 860~~ 
OF 24 OF THE RESIDUES IN OR ON 1500 • • 

REPRESENTATIVE . -.. -. . I . . . 
COMMODITIES OF CROP 

I ♦ .. • • . . ) I • I 

44883109 GROUP 8: FRUITING 
. 

' ' . . 
VEGETABLES; (387)(137-98, . .. 

; . : . ·1 

110069) . ' 

Page 2 of 4 
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MRID ~I STUDY NUMBER TITLE 

11 THE ELIMINATION, TISSUE 
OF 24 DISTRIBUTION AND 

METABOLISM OF (3H]4"-
DEOXY-4" -EPIMETHYLA-

44883110 MINOA VERMECTIN 81 A 

(MAB IA) BENZOA TE AND 
{3HJ14C) MAB 1A BENZOATE IN 
LACTATING GOATS~ STUDY 
NO. ARM-9; (387)(522-94, 

. 110277) . 
12 THE ELIMINATION, TISSUE 

OF 24 DISTRIBUTION AND 
METABOLISM OF 3H/1 4C"-
DEOXY-4 "-EPIMETHYL-

44883111 AMINO AVERMECTIN BIA 
(MABlA) BENZOATE 1N 
LA YING CHICKE 1S; STUDY 
NO. ABR-97116 (MERCK 
#94706); (387)(477-96, 70285) 

13 • 16 METHOD VALIDATION OF 
OF 24 THE HPLC-FLUORESCENCE 

METHOD TO DETERMINE 
RESIDUES OF MK-0244 AND 

44883712 ITS 8,9-Z ISOMER IN BOVINE 
TISSUES, MILK. k'JD 
PLASMA; STUDY NO. 1031-
99~ (387)(1031-99, 110513) 

17 INDEPENDENT 
OF 24 LABORATORY VALIDATION 

FOR THE DETERMINATION 
OF EMAMECTIN BENZOA TE 
(MK-0244) RESIDUES IN 

44883113 BOVINE LIVER TISSUE AND 
Mil...K; STUDY NO. MERCK 
NO. 94731; (387)(1033-99, 
110515) 

Page 3 of 4 

I EPA 
GUIDELINE 
NUMBER 

860-1300 

860-1300 

860-1340 

860-1340 

~ • I • . 
.. . I 

• • 

. .. l 
. I 

- .. i 
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MRID VOLUME I STUDY I 
EPA 

NUMBER NUMBER GUIDELINE TITLE 
NUMBER 

18 -22 A STUDY IN LACTATING 860-1480 
OF24 COWS TO DETERMINE 

TISSUE, MILK AND PLASMA 
RESIDUES IN ANIMALS 

44883114 EXPOSED TO TWENTY-
EIGHT DAYS OF ORAL 
INGESTION OF MK--0244 
(EMAMECTIN BENZOA TE); 
STUDY NO. MERCK 94401; 
(387)(1032-99, 110543) . 

23 DETERMINATION OF THE 860-1500 
OF 24 MAGNITUDE OF RESIDUES 

OF MK-244 AND ITS 
METABOLITES IN/ON THE 
RAW AGRICULTURAL 

44883715 
COMMODITY GROUP. 
FRUITING VEGETABLES, 
FROM MK-244 5 SG APPLIED 
WITH A NON-IONIC 
SURFACTANT BY GROUND 
EQUIPMENT; STUDY NO. 
MERCK NO. 618-244-9446 l; 
(387)(1013-99, 110511) 

24 CGA-293343 + EMAMECTIN - 860-1500, 860-
OF 24 MAGNITUDE OF THE 

44883716 · RESIDUES IN OR ON 
COTTON; (387)(132-98, 
110077) 

COMPANY OFFICIAL: WURZ.ROBERT E 
(NAME) 

COMPANY NAME: NOVARTIS CROP PROTECTION : INC. 

C01\1PANY CONT ACT: WURZ,ROBERT E 
(NAME) 

Page4 of 4 

1520 

{336)63~-23~ l 
(fHOi~EJ 

• < 
• 
' . ' . . . . . 
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. 1~,:rea d Instructions on reverse f, fore comoleti no om, . . ~ 

United States B Registration OPP Identifier Number 

&EPA Environmental Protection Agency Amendment NOTIFICATION 

Washington, DC 20460 Other 

Application for Pesticide - Section 1 
1. Company/Producl Number 2. EPA Product Manager 3. Proposed Classification 
100-902 Tom Harris 

4. Company/Product (Narne) PM# W None D Restricted 

Emamectin Benzoate Technical IRB 
5. Name and Address of Applicanl (Include ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3{c)(3) (b)(i) , 

Syngenta Crop Protection, Inc. my product i.s similar Of identical ln composition and labeling to: 
P. 0. Box 18300 
Greensboro, NC 27419 EPA Reg. No. 

[=:J Check if this is a new address Product Name 

Section - 11 

D Amendment - Explain bclow. D Final printed labels in res~Q"{Jf lCATION 

- D 
Agency letter dated -. 

Resubmission n response to Agency letter dated D "Me Too" Appllcation. MAH i I ,u~ i 
w Notification • faplain below. D Other - Explain below. 

Explanation: U~ additional page(s) if necessary. (For Section I and Section 11.). 
This nohlication s conslsterll with the proviSlons of PR Not10e 98-10 and EPA regulallons at 40 CFR 152.46, and no other changes have been ma(je to 
the lsbellng or the con i(jenllat slatement ot formw of lhis p,oducl I un(jerstand that it ,s a violation ot 18 U.S.C. Sec. 1001 to !fully make any false i;taternenl to EPA. I 
lunher understand tha1 if this notihcation Is not oonsistent with Iha terms ot PR Notice 98-1 o and 40 CFR 152:.46. this product may be in viotation of Fl FRA and 1 may be subj,ect 
to enforcement acilon and penalties under sections 12 aod 14 ot FIFRA. The tollowing change& are being rnade 11ia this notlftealion: 1) Company name and address h11ve been 
upd111ed to re11.ec! Syngenta Crop Protection, Inc. 2) The Conditions of Sate and Warranty statement has been changed lo reflect the name chanoe. e~use Syngenta 11as been 
formed by the me<ger of Novar1is Crop Prolecilon, Inc and Zeneca AtJ Products, we have Chosen to use the lonner zeneca warranty stat.emeol as the Syngenta warranty 
statement. No other changes oo:;ur in 1he sta1emen1 other than the name change. 3) The copyright date reflects Syngen1a. 4) Trademark statements have beefl updated to 
feflect Syngenta for those products lot whteh Syngenta holds the ~rademark 5) "'Ille Internet address has beer, dlanged to reflect Syngenta.. 6) otl'ler places in the label which 
referrirlQ lo the oomDanv name have been uPdated. 

Section - 111 
1. Material This Product WIil Be Packaged In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. T e of Container 8 Yes· 8 Yes aves Metal -No No No Plastic - Glass -
Certification must If "Yes• No. per tf "Yes" No. per Paper -

be submitted Unit Packaging wgt. Container Unit Packaging wgL oontainer - Other (Specify) 

3. Location of Net Contents Information 4. Slze(s) Retall Container 5, Location of Label Directions B On Label D Label D Container On Labeling accompanying product 

6. Manner in Whlch Label is Affixed to Product § Li~- D Other 
Paper glued 
Stoociled 

Section - IV 
1. Contact Point (Comolete items directtv below for identification of individual to be contacted, If necessa,v, to orocess this aooJi.ation~ 
Name I TIUe Telephone No. n1111J1ude>Area Code) 
Nan S. Padoett Label Group Leader .a.-.632-7567 • 

Certification ; • 6. : .ll8J~ e,pplication 
I certify that the statements I have made on this form and all attachments thereto are true, accurate and complal • • • • Received 
I aoknowtedge that any knowingly false or misleading statement may be punishabl& by fine or imprisonmenl or • •. • • • •(&tamped) 
both under 11D01icable law. • • • 

····· •• • 
2. Slgnali[ 

J, UiJJ.ti1l1 
3. Title • • ••••• • 

Jw,,. Label Group Leader •••• • • •••• 
4. Typed Name {J 5. Date • • 
Nan S. Padgett March 12, 2001 •••••• • -~T,~ 

~ ''Ji r, 

EPA Form 8570-1 (Rev. 8·94) Previous editions are obsolete. 

EPA-FAM {G · CA-DOC · REGAFFRS) 6/5/97 - bb 
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NOTIFICATION 

MAR 2 l 2G~I 

Emamectin Benzoate 
Technical 
An Insecticide For Formulation Use Only 
Active Ingredients: 
Emamectin Benzoate* (4"-epi-methylamino-4"-
deoxyavermectin 8 1 benzoate} ......................... . ... 96.0% 
Related Compounds ..... .. ... ....... . . ... .......... .. .... 3.0% 

Inert Ingredients: 

Total: 

*CAS No. 137512-74-4 

Made in U.S.A. 

EPA Reg. No. 100-902 

Product ID. 184294 

1.0% 

100.0% 

EPA Est. 618-PA-1 

KEEP OUT OF REACH OF CHILDREN. 

DANGER/POISON 
Lot# ________ _ 

Net Weight: 
Physical ______ Kg 

Assay Kg 
Drum No. ______ _ 

Manu. ID 22763 

~ ······ syn gent~; 
••••• • • ••••• 

• • • • • •• •• 
• 

• • •••••• • 
•••• • • • •• • 

• 
• ••• • • •••• 

• • •••••• • 
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Emamectin Benzoate Technical 

CONDITIONS OF SALE AND LIMITATION OF WARRANTY AND LIABILITY 

NOTICE: RHad the en ire Directions fOf Use and Conditions of Sale and Limitation of Warranty and 
L1ab1/rty before buying or using this procluc,i. If the teems are 11ot acceptable. return the produ ct at once, 
unopened, and tile purchase pri ·e will be refundP.d . 

The Directions tor Use of this product shoukl be tollowco carefully I ,s impO!Ssible to etirninate all risks inlier, 
ently associated wrth tt1e use of this product. Crop inJury, ineffec:trveness u, mher 11n1ntendP.d coosequences 
may result because of such factors as manner of use or apphcat1on. weather or crop condrtions, presence 
of other materials or other 1nf1ucnci119 factors in the use ot the product, whicl1 are beyond thH control of 
SYNGENTA CROP PROTECTION, Inc . or Seller. All such risks shall be assumed by Buyer and User, and 
Buyer and User agree to hOld SYNGENTA and Seller harr 1less 1or an.y clai1ns relating to sud1 factors. 

SYNGENTA warrants at nis product cx>nforms fo !he chemical dP.scription on the label and 1s reasonably 
fit for the purp()ses stated in the Directiuns tor Use, subject to the inherent risks referrnd to above. when us€(i 
in acc<"ll'dance with directions under normal use conc1 1tK>ns. TI11s warranty does rrot extet"1d to the use ot t11e 
produ ct contrary to lal){;I 1nstruct1ons or under abnormal conditions or under cnnd,tioos not reasonably for e
seeable to or beyorld he control of Sol!er or SYNGENTA and Buyer and User assume the rrsk of any such 
use. SYNGENTA MAKES NO WARRANTIES OF MERCHANTABILITY OR OF FITNESS FOR A PARTICU
LAR PURPOSE NOR A YOTHER EXPRESS OR IMPl IED W_ARRANTY EXCEPT AS STATED..AB VE . 

In no event shall SYNGENTA or Seller bA liable for any inciden al , consequential or special damages result
ing from the use or handling of this product THE EXCLUSIVE REMEDY OF THE USER OR BUYER, AND 
THE EXCLUSIVE LlABILITY OF SYNGENTA AND SELLER FOR ANY AND ALL CLAIMS, LOSSES, 
INJURIES OR DAMAGES (I NCLUDING CLAIMS BASED ON BREACH OF WARRANTY, CONTRACT, 
NEGLIGENCE, TORT, STRICT LIABILITY OR OTHERWISE) RESULTING FROM THE USE OR HAN
DLING OF THIS PRODUCT, SHALL BE THE RETURN OF THE PURCHASE PRICE OF THE PRODUCT 
OR, AT THE ELECTION OF SYNGENTA OR SELLER, THE REPLACEMENT OF THE PRODUCT. 

SYNGENTA and Seller offer thfs product . 11nd BuyHr and User accept it. suhject to tt1P. foregoing coodihons 
of sale and lirnnations of warranty and of liabilily. wh1ctr may nol be mochfied except by •minon agreement 
signed by a duly autt1orized r!;!presentalive of SYNG NTA 

DIRECTIONS FOR USE 

It is a violation of Federal law 10 use lhls prcxluct in a manner roconsislent with ds labeling. 

This product rnay be used only to manufacture.lformulale other lnsecti1.i<le products registered and labeled 
fOf use on head and stem Brassica crops, celery. and hec1d lettuoe. 

STORAGE AND DISPOSAL 
Storage 
Store in a lightly closed original container in a cool, dry place. 

Pesticide Disposal 
Pesticide wastes are acutely llazardous. Improper disposal of excess pesticide, spray mixture, or rinsale is 
a violal1on of federal law. If these wastes cannot be disposed of by the use according to label instructions, 
contact your State Pcsticiele or Envlronmenlal Control Agency, or lhe Hazardous Waste represcm alive at 
the nearest EPA Regional Office for guidance. 

Container Disposal 
Triple rinse (or equivalent). Then offer for recycling or recoodi ·onlng. or punchJre and dispose of in a 
sanitary landfill, or by other procedures approved by s1ate and local authorities. 

PRECAUTIONARY STATEMENTS 

Hazards to Humans and Domestic Animals 
DANGER 

Corrosive. Causes Irreversible eye damage. Do riOI get in eyes or on clothing. Wea, protechve eyewear 
(goggles, fac~ shields, or safety glasses) . May be fatal rf swallowed. Wash thoroughly with soap and water 
after handling and before eating, drinking, or using tobacco. Remove contaminated clothing and wash cloth
ing before reuse. 

Recommendations for Medical Treatment for Ernamcctin Bcnzoate Acute Toxicity: Early signs of 
intoxication include mydriasis (dilated pupils), ataxia {unsteadiness}, and muscle tremors. Toxicity 1ol!owlng 
accidental ingestion of the concentrate can be minimized by inducing vorniling within /2 hoor ot exposure. • • : 
If tox.rcity from exposure has progressed to cause severe vomiting. the extent of resultant fluid and • • • • 
electrolyte imbalance should be gauged. Appropriate supportive parenteral fluid replacernerw ~~ should • 
be given. along with other required suppor tive measures (such as maintenance of blood pr~surti IQVels) ai. • 
Indicated by clinical signs, syrnp1oms, and measurements. In severe cases, observations w~GIJ!ci ~ontinu( • • • • • 
for at least several days until clinical c.ondition is stable and normal. Since emamectin ber12oa11e is 11,elieved 
to enhance GABA activity in animals, it is probably wise to avoid drugs tllat enhance GABA ac 1ry (barbi• • • ! • • 
turates, ben:zodiazepines. valproic acid) in patients with potenlially toxic emarnectin benzoat~ C ure. • • • 

For 24 hour emergency medic.al infOfrnation. call Syngenta Crop Protection, Inc. at 1-800-BM-"3!3,2. • 
•••• • • •••• 

• • •••••• • 
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Emamectln Benzoate Technical 

. 
Statement of Practical Treatment 
If In eyes: Hold eyel ids open and f lush with a steady, gen11e stream of waler for 15 minu1es. Get medical 
atten1ion . 

If swallowed: Call a doctor or get med ical attention. Do not induce vomiting or give anyth ing by mouth to 
an unconscloos person. Drink promptly a large quantity of milk, ogg whites. gelatin solution, or, if these are 
not av-ailable, drink large quantities of water. Avoid alcohol. 

11 on skin: Wash with pleflty of soap and ·water. Get medical attention 

If inhaled: Remove victim to fresh air. If not breathing, give artificial respiration, preferably mouth-to-mouth. 
Get medical attention. 

Environmental Hazards 
This pssticlde is toxic to fish. birds, mammals, and aquatic invertebrat!ls. Do not discharge effluent contain
ing this product into lakss, streams, ponds, estuaries, oceans, or other waters, lJnless in accordance wilh 
the requirements ol a National Pollutant Discharge Elimination System (NPDES} permit and tho permitting 
authority has been notified in writing prior to discharge. Do not discharge .!fluent containing this product to 
sewer systems without previously notifying lhe local sewage treatment plant authority. For gu idance, contact 
your State Water Board 01' Regional Office at the EPA. 

The labeling of any product formulated from this product must state: "This product is highly toxic to bees 
exposed 10 direct treatment or residues on blooming crops or weeds. Do not apply th~ product or allow drift 
to blooming crops or weeds if bel:1S are visiting the treatment area." 

©2001 S ngenta 
Syngenta Crop Pro1ection, nc. 
Greensboro, N-orlh Carolna27409 
www.syngenta-us.corn 

SCP 902A-L 1 D 0201 

• • • • • •• •• 
•••••• • • • • • 
•••••• • • •• 
••••• • • ••••• 

• 
• • •••••• • 
•••• . ... 
•• • 

• 
•••• • • •••• 

• • •••••• • 
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S~ ni;:('nt.1 ( ,·op Proteclion. lrn•. T:·I \3() 61:! 6(JOO 
Pl) Bn, I ,4111 

Gr·c"n~bor11. NC' ~7➔ 19-X.\()fJ 

-syngenta 

-

Cenificd ~foil 

March 12, 200 I 

D<"K:.ument Processing Desk (NOTIFJ 
Office of Pesticide Program~ (H7.'i04C 
l ,.S. Environmen tal Protec ti on At,tc1tcy 
Ariel K.io, Building 
1200 Pt:nnsy l\'ania Avenue. N.\V. 
Washing ton, D.C. 20460 

Ann: .t,,.-ts. SheraJa Hobgond (RD) 

Dear tvh . Hobgood: 

r sunJECT~ EMAMECTIN BENZOA'f:ETECHN1c L -·· . · -~ 1 
'--"---·•_;: ~~~~A ~•7o~O:;;c;;A~1~ :~~1i.~GE To sYNGENT~~ c KoP PROTEc t 10N.-~~-·· ·1 

Enclused is one cory of the.: ubjcct product label which includes lhc fo ll wing L'hange~: [Nntc: Ahhl ,li~b 
a change in \~ompany name and adJress ticccmJing to PR uticc 98-10 Pan IV D. docs no t requin: ;i 

not i l'ication to tht: A~cn ya~ long a. the uwncr~hip of the rtgistration has beell ofli ·1ally ch.ingetl. 
yngenta is suhn11tting tb i · notification to aid i I statt: r •i.,·,lrn tion . In addi tion , the use or lhe fon ner 

Z-enee,1 warranty statement (scc beh•w) on form1:r Novartis pr duds. we behc-,• c ons titute.· the nced fer :.i 

m1tification. I 

I. Company u.-imt: and add ress have been updaLc<l to n..-lleet Syngenta Crop PrnLC{'{ion, lnc. 
2. The Condition!-. of Sale and \.Varramy sLatemcm hill· been changc<l t rel1ecL the name .;hange. BtTaU~t: 

Syngenta has heen formed by Lhc merger nf l\ovartis Crop Prott:ction . Inc. and 7.cncca Ag PrmJm::ts. 
\Ve have .:ho en to ust: the f11rmcr Zencrn w.irranty ~tatcmt:nt as Lhe Syngen ta w.irramy : Latemcnt. No 
other chan ge!> occur 111 tht: i,tatc111c;:11 t other than the name drnngc. 

3. 'l be copyrig ht date.: Pfle1:1s. yngenta. 
4. Trademark statcmems ~ta\·e h-cen up<lated lo refk ct Sy ngen ta for those prnJucts for which ~yngerrta 

hold!> the Lr.iJemark. 
5. The lnternc.:L addrcs · has been rhanged to reflect Syngenta. 
6. Other p);:ir.:t:s jn the lnh-cl which referring to the company name have been updated. 

All uf the abnvc changes have ht:t:11 highlighlcd in the copy of labdi ng provided . 

•••••• • • • • • 
•••••• • • •• 
• • • • • • • •• • • • 

• • • • • •• •• 
• 

• • •••••• • 
•••• 

• • • ••• 
• 

• ••• • • •••• 
• • •••••• • 
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. , 

syng'enta 
March 12. 2001 
r ... ts . Sherada Ifohgood 
Noti ticmion of Company Name Change 

Tu ompletc this nutifirntion, an EPA Fnrm 8570-1 is included us well. 

If you have any quest ions regarding tbi, notifo:alion, p lea,c fee l lree 10 1..ontau me at 336 632 7567. 

Thank you l'or bnndling this matter. 

Sincerely, 

Na~gc?fL{r 
Labeling Group Lead 
Regulatory Affairs 

Enclnwre 

cc: Tom Harri'. Team TR13 (onl y lcHcrJ 

•••••• • • • • • 
•••• • • • • •• 
••••• • • ••••• 

• • • • • •• •• 
• 

• • •••••• • 
•••• • • • •• • 

• 
•••• • • •••• 

• • •• •••• • 
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S) n~mla C mp Pmt\'dion. Inc. ld 1.\<J fd~ 01~llJ 

l'.0 Ii x IX.\l l 

-syngenta 

Certified. ·foil 

r,.,1arch 1 _, 200 I 

Document Processing l)>sk (NOT[F) 
Office of Pc!->li idc Program~ (H7504C) 
l : ... Environmen1al Pro tection g.cncy 
Ariel Rios Ruildi11g 
1200 Pennsy lv.inia Avenue, N.\\' . 
Wa-.hingLun. D.C. 204(,0 

Alln: Ms. her da H 1'good (RD) 

Uear . ·ts. Hobgood: 

11 ~, ~h,,w ~ ;:·q(l).f(~1li 

Enclused I!> ,,nc cnr y of Lhc uhject produl:t lahd which indudcs the fullO\\•mg changes: [Note: Ahhough 
a change in co111p,1ny name nnd addre!> according t i PR 'uticc 9 - IO P, rt IV D. J es n I require a 
nciti licaliun to the Agent) as long as the ownen,hip of the rcgi lration ha hcen ofti iall · changed, 

yngenta is suhmiuing th,:. nntiti auon 10 aid in state re)!->lrntion , In addit1 n. 1he u,e uf the i rmcr 
Zeneca warranty tat\!tncnt (<;cc below) on former Nu,,arti:. products, we hcl icvc. l:011!-.titute · the need for a 
notific.ition ,] 

I . Company name and adJress have been upd:1tcd to reflec t , yngen ta Crop Protcl:tinn. ltK 
2. The Conditions or Salt.: and \V.i1Tamy : tucemcnt ha~ been c hanged to reik<:t the name c hange . Bemuse 

Syngen ta has been formed hy the merger of ;-.Jovarti Crnp Protection. Im; . .ind Zencl:a Ag Prnduus. 
we have d1oscn IO u. e the fonner Zcneca warranty i;tat..:rnent a:; the Syngenta wammty statement. No 
other ch,rnge · occur in the ·tatemcm '1Lher than the 1H1m<.· chang~. 

3. The rnpyrighl date rdkcts ·yogcnta. 
4 . Tr, dcmark !>lalC!ll nl~ have b en upciak:d IO rencct Syngenta fur tho e product!> f, r which ' yngenta 

holds the trackmarl. 
5. The lntcmet aJJrc~s hns heen changed to rl'fkt:l yngcnta. 
6. Other plm:es in the I. bel which referring lll the company name have heen upJatctl . 

All of the above changes have been high I ightetl in thc copy o r labeling provided. 

• • • • • •• •• 

• 
• • •••••• • 
• •• • • • •••• 

•••• • • •••• 
• • •••••• • 

• ••••• • • • • • 
• ••••• • • •• 
• •••• • • ••••• 
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----------- - - - ----- --- - -- - - -

syngenta 

• 

March 12. 200 I 
tvb. Sherada Hobgood 
Notification uf C<1mpany Name Change 

T cornplc Lt· this mni ti ·at inn, an EPA Funn 8570 I i • incluckc.J as well. 

If you have any quest ion~ regardi ng thi~ not1 ricat ion, please fee l free to conLac1 me al 336 632 7567. 

Thank yo u for hanJ lill j! 1hi!-. matter. 

Sin.:erely, 

NJ~,~J~ 
Lahding Group Lead 
Regulatory A l"foirs 

Endn~ures 

cc : Tum Harris, Team IRB (unly lclh.:r ) 

• • • • • •• •• 

• 
• • •••••• • 
• •• • • • •••• 

• 
•••• • • ••• • 

• • •••••• • 

••••• • • •• • • 
•••••• • • •• 
••••• • • ••••• 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON. D.C. 20460 

Dick Feulner 
Novartis Crop Protection, lnc. 
P.O. Box 18300 
Greensboro. NC 2 7419-8300 

NOV I O 199'3 

OFFICEOf 
PRf:VENTION, PESTCID(S AND 

TOXIC SlA:lSTAr-,:;es 

Re: OP Alternative Status for Uses of New Emamectin Benzoate on Fruiting Vegetables, Head and 
Stem Brassica Vegetables, Leafy Brassica Ve etables, Leafy Vegetables, Cotton, and Tobacco 

Dear Dick, 

Thank you for your rcque t to have the Agency re-consider the insecticide, cmamcctln benzoate, as an 
OP alternative for ne\.V uses on fruiting vegetables, head and stem brassica veg tables, leafy brassica 
vegetables, leafy vegetables, cotton, and tobacco. This letter is a ,vritten confinnati()n of the Agency's 
decision to grant emamcctin benzoate OP alternative status only, for these uses. This decision was 
made by the reduced risk committee on November 1. 1999. As you know, the Agency previously 
denied emam~ctin bcnzoalc reduced risk status (the only status requested hy your company at the time 
on August I 0, 1999. This decision stands and emamectin bcnzoate is not a reduced risk chemical for 
th<.:se propos~d uses . 

Please note that the OP alternative status of any chemical is an initial assessment. hould infonnation 
warrant, the :'\gen y may r<.:-evaluate an<l possibly r voke your submission's OP alternative status. 
Also, should the Agency determine at any time that the data base for the chemical is unacceptahle or 
incomplete. the Agency may stop the expedited process for the chemical until adequate data are 
submillc.d. 

As a result or the decision to designate these uses as an OP alternative, the Ag<.:ncy will begin working 
with its· science divisions to schedule the data reviews and risk assessments needed for evaluating this 
chemical. The Agcn<.:y has a goal of completing these evaluations in an expeditious manner. Tina 
Levine Chief of the lnsecticidc-Rodenticide Branch, will now handle all regulatory issues associated 
·with this application. Tina can be reached at (703) 308-7055. 
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Thank you for your interest iro. reduced risk pcs.tici.des . ]J you have any questions. regardi.ng the reduced 
risk pestic]dc program rileas.c fee] free to contact Alan Dixon at (703) 305~ 7237. 

cc: 'fina Levine 
Thomas Harris 

S incerdy yours., 

~~ . . 

Rick Kcigwfr1, -C~ief ~ · ·~ 
Re.gistration Support Branch 
Registration Divi.simu. (7 50:SC) 
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This document will publish in the 
FEDERAL REGISTER of / ( 9 l .. 
Approximately 24 hours after 
publieation, page nwnbera are 
available by calling the Federal 
Register Staff (FRS) at 202-260•2253. 
Please refer to the FRL number at ·· 
the top cf the fir1t page er the _ 
number at the bottom left .cox·ner of 
the first page. 

Copies cf the . actual fEOE~ lltGISTtR 
publication are Nde available through 
t~e FRS weekly distribution. Extra 
copies may be made by the interested 
party from a copy of the FEDERAL JU:CISTER 
a~ailable in ·the FRS Office. 
(NE Mall G•J0'9) • 

• John A. Richards, Director 
Federal Register Staff 

'--.!) I ;e ti f ;?l ? I/ :(PR 
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·ENVIRONMENTAL PROTECTION AGENCY 
[OPP-30414A; FRL-6385-1] 

Pesticide Product Registrations; Conditional Approval 

AGENCY: Environmental Protection Agency (EPA). 

ACTION: otice. 

-

SUMMARY: This notice announces Agency approval of applications submitted by 
Novartis Crop Protection Inc., to conditionally register the pesticide products 
Emamectin Benzoate Technical, Denim Insecticide, and Proclaim Insecticide, 
products containing a new active ingredient not included in any previously 
registered products pursuant to the provisions of section 3(c)(7)(C) of the Federal 
Insecticide, Fungicide, and Rodenticide Act (FIFRA), as amended. 

FOR FURTHER INFORMATION CONTACT: By mail: Linda Arrington, Registration 
Division (7505C), Office of Pesticide Programs, Environmental Protection 
Agency, 401 M St. , SW., Washington, DC 20460; telephone number: 703-305-
5446; and e-mail address: arrington.Jinda@epa.gov. 

SUPPLEMENTARY INFORMATION: 

I. General Information 

A. Does this Action Apply to Me? 
You may be affected by this action if you are an agricultural producer, food 

manufacturer, or pesticide manufacturer. Potentially affected categorie and 
entities may include, but are not limited to: 

Calejlories 

llldust,y 111 
112 
311 
32532 

NAICS oodes 

Crop production 
Animal production 
Food manulacturing 
Peslieide manu1Bctur1ng 

Examples DI potentlaly altected entllies 

• This listing is not intended to be exhaustive. but rather provides a guide 
for readers regarding entities likely to be affected by this action. Other types 
of entities not listed in the table could also be affected. The North American 
Industrial Classification System ( AICS) codes have been provided to assist you 
and others in determining whether or not this action might apply to certain 
entities. If you have questions regarding the applicability of this action to a 
particular entity, consult the person listed in the "FOR FURTHER 
INFORMATION CONT ACT." 

B. How Can I Get Additional lnfonnation, Including Copies of this Document 
and Other Related Documents? 

1. Electronically. You may obtain electronic copies of this document, and 
certain other related documents that might be available electronically. from the 
EPA Internet Home Page at http://www.epa.gov/. To access this document, on 
the Home Page select ''Laws and Regulations', and then look up the entry for 
this document under the ''Federal Register--Environmenta1 Documents. '' You 
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can also go directly to the Federal Register listings at http://www.epa.gov/ 
fedrgstr/. 

To access a fact sheet which provides more detail on this registration t go 
to the home page for the Office of Pesticide Programs at http://www.epa.gov/ 
pesticides/, and select "factsheet." 

2. In person. The Agency has established an official record for this action 
under docket control number OPP-30414A. The official record consists of the 
documents specifically referenced in this action, any public comments receive-d 
during an applicable comment period, and other information related to this action, 
including any information claimed as Confidential Business Information (CBI). 
This official record includes the documents that are physically located in the 
docket, as well as the documents that are referenced in those documents. The 
public version of the official record does not include any information claimed 
as CBL The public version of the official record, which includes printed, paper 
versions of any electronic comments submitted during an applicable comment 
period, is available for inspe.ction in the Public lnfonnation and Records Integrity 
Branch (PIRIB), Rm. 119, Crystal Mall #2, 1921 Jefferson Davis Hwy., 

• ArJington, VA, from 8:30 a.m. to 4 p.m., Monday through Friday, excluding 
legal holidays. The PIRIB telephone number is (703) 305-5805. 

In accordance with section 3(c)(2) of FIFRA, a copy of the approved label, 
the list of data references, the data and other scientific information used to 
support registration, except for material specifically protected by section l 0 of 
FIFRA, are available for public inspection in the Public Information and Records 
Integrity Branch, Information Resources and Services Division (7502C), Office 
of Pesticide Programs, Environmental Protection Agency, Rm. 119, Crystal MalJ 
#2, Arlington, VA ((703) 305-5805). Requests for data must be made in 
accordance with the provisions of the Freedom of Information Act and must be 
addressed .to the Freedom of Information Office (A-101), 401 M St., SW., 
Washington, DC 20460. Su h requests should: Identify the product name and 
registration number and specify the data or information desired. 

• A paper copy of the fact sheet, which provides more detail on this 
registration, may be obtained from the National Technical Information Service 
(NTIS). 5285 Port Royal Road, Springfield, VA 22161. 

U. Did EPA Conditionally Apprm,re the Application(s)? 
A conditional registration may be granted under section 3(c)(7)(C) of FIFRA 

for a new active ingredient where certain data are Jacking. on condition that such 
data are received by the end of the conditional registration period and do not 
meet or exceed the risk criteria set forth in 40 CFR 154. 7; that use of the pesticide 
during the conditional registration period will not cause unreasonable adverse 
effects; and that use of the pesticide is in the public interest. The Agency has 
considered the available data on the risks associated with the proposed use of 
emamectin benzoate, and information on social, economic, and environment.al 
benefits to be derived from such use. Specifically, the Agency has considered 
the nature and its pattern of use, appJication methods and rates, and level and 
extent of potential exposure. Based on these reviews, the Agency was able to 
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.make basic health and safety determinations whkh show that use of emamectin 
benzoate during the period of conditionaJ registration will not cause any 
unreasonable adverse effect on the environment and that use of the pesticide 
is, in the public interest. 

Consistent with section 3(c)(7)(C) of FIFRA, the Agency has detenruned 
that these conditional registrations are in the public interest. se of the pesticides 
are of significance to the user community, and appropriate labeling, use 
directions, and other measure have been taken to ensure that use of the pesticides 
will not result in unreasonable adverse effects to man and the environment. 

HI. CondjtionaJly Approved Registrations 

EPA issued a notice, published in the Federal Register of July l 0, 1996 
(61 FR 36372)(FRL-5377-9) which announced that Merck Research 
Laboratories, P.O. Box 450 Hillsborough Rd., Three Bridges, NJ 0887-0450, had 
submitted applications to register the products Emamectin Benzoate Technical, 
Proclaim 0.26 EC Insectjcide, and Prodaim 5 SG Insecticide (EPA ile Symbols 
618-RNI, 618- RNT, and 618-RNA) containing the active ingredient emarnectin 
benzoate 4"-epi-methyla.mino-4"-deoxavermectin B 1 benzoate [A mixture of a 
minimum of 90"-epi-methylamino-4"-deoxyavermectin B 1 and a maximum of 
10"-epi-methylamino-4"-deoxyavermectin B1 benzoate at 95%, 2.15% and 5% 
re pectively. The technical product is the only one containing emamectin 
ben:wate and 4% of related compounds. These products were not previously 
registered. 

These products were subsequently transferred to Novartis Crop Protection. 
Inc., P.O. Box 18300, Green boro, NC 27419-8300, and were asssigned new 
EPA Registration Numbers. 

The applications were approved on May 19, 1999, for one technical and 
two end-u e products: 

1. Emamectin Benzoate Technical for formulation use only (EPA 
Registration umber 100-902. 

• 2. Denim Insecticide (formerly Proclaim 0.16 EC) for use on cavalo broccolo 
(EPA Registration Number 100- 903). 

3. Proclaim Insecticide for control of certain lepidopteran pests on head and 
stem Brassica vegetables, celery, and lettuce (EPA Registration Number I 00-
904 ). 
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Authority: 7 U.S.C. 136. 

List of Subjects 
En ·iron.mental protection. Pesticides and pests. 

James Jones · 

Direc or, Registmtion Division, Office of Pesticide Programs. 

[FR Doc. 99- '!???? Filed ??- ??-99; 8:45 am] 
B1 LLI NG CO DE 6560-50-F 
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. ENVIRONMENTAL PROTECTION AGE 

[OPP-30414A; FRL-6385-1) 

Pesticide Product Registrations; Conditional Approval 

AGENCY: Environmental Protection Agency (EPA). 

ACTION: otice. 

SUMMARY: This notice announces Agency approval of applications submitted by 
Novartis Crop Protection Inc., to conditionally register the pesticide products 
Emamectin Benzoate Technical, Denim Insecticide, and Proclaim Insecticide, 
products containing a new active ingredient not included in any previously 
regi tered products pursuant to the provisions of section 3(c)(7)(C) of the Federal 
Insecticide. Fungicide, and Rodenticide Act (FfFRA), as amended. 

FOR FURTHER INFORMATION CONTACT: By mail: Linda Arrington, Registration 
Division (7505C), Office of Pesticide Programs, Environmental Protection 
Agency. 401 M St., SW., Washington, DC 20460; telephone number: 703-305-

• 5446; and e-mail address: arrington.1inda@epa.gov. 

SUPPLEMENTARY INFORMATION: 

I. General Information 

A. Does this Action Apply to Me? 

You may be affected by this action if you are an agricultural producer, food 
manufacturer, or pesticide manufacturer. Potentially affected categories and 
entities may include, but are not limited to: 

Categortos NAICS cooos Examples ol pol&riially attoctad entiti s 

lndllsll}' 111 
112 
311 
32532 

Crop productloo 
Animal prodook>n 
Food menufaduring 
Pes1iclde rnanulac:turtng 

• 
This listing is not intended to be exhaustive, but rather provides a guide 

for readers regarding entities likely to be affected by this action. Other types 
of entities not listed in the table could also be affected. The North American 

i 

Industrial Classification System ( AICS) codes have been provided to assist you 
and others in determining whether or not this action might apply to certain 
entities. If you have questions regarding the applicability of this action to a 

F.PA ••·onn ll"lO-J (1r10) 

---

Ofl'IC:IAL flLR COl'Y 

-
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Authority: 7 .S.C. 136. 

List of Subjects 

Environmental protection, Pesticides and pests. 

Dated: ;;> :J l~ 

Di1 Registrat§::Office of Pesticide Programs. 

fFR Doc. 99-???'!? Filed '??- ??- 99; 8:45 am] 
BILLING CODE 6560-50-F 
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.. .. Novartis Crop Protection , Inc . 
P.O. Box 18300 
Gree'1sboro, NC 27419-8.300 

lJ) Nov ART Is 

May 19, 1999 

Mr. George LaRocca 
Office of Pesricide Program H7504C 
U.S. Environmental Protection Agency 
401 M Street S.W. 
Washington, DC 20460 

SUBJECT: EMAMECTIN BE fZOATE: PP NO. 6F4628; 
EMAMECTIN BENZOATE TECHNICAL. EPA REG. NO. 100·902 
DENIMTM. EPA REG. '0 . 100-903 
PROCLAIMTl\-1, EPA REG. NO. IQQ.904, 
ENDANGERED SPE IES CONSTDERA T IO S. 

Dear Mr. LaRocca, 

Novartis has reviewed a 5/10/99 memo from Larry Turner to George LaRocca regarding 
endangered species considerations for emamectin benwate. 1n the memo, the Agency indicates 
that it would-like additional proximity information on the Great Dismal Swamp shrew and the 

ashville crayfi h. The memo also notes that ovartis may satisfy the EPA needs for 
endangered pecic proximity data via membership in the Endangered Specie Task Force 
(ESTF). 

Novarti has been an active member of ESTF since inception and will cominue to supporr it 
during the completion of the 1ask force effort. As uch, we intend to satbfy the emameclin data 
requirement through ESTF membership and efforcs. However, Novartis recognizes the 
increased pres ures on the EPA for quick re olution of endangered pecies issues related to 
pc ticic.lc registrations. Therefore, we will encourage the ESTF to prioritize data a<.:quisition such 
that th information requested on the Great Dis mal wamp ·hrew and the a hville crayfish are 
provided to the Ag ncy a · quick1)' as pos ible. This approach wi ll be consistent with current 
EPJ\/EST and Fi ·h & Wildlife agreement. and hopefully also provide the data in a timely 
fashion . 

lf you have any question. or comments. please contact me at (336) 632-2391. 

Robert E. M . Wurz, Ph.D . 
Senior Rc 0 ulatory Manager 
R<.:gulatory Affairs 

,Jtt:' - '/CZ 

~~3 

9/J 1/ 

• ••• • • • •• • 

• 
• • • • • • ••• 

•••• • •••• 

•••••• • • • • • 
•••••• • • •• 
• •••• • • • • •••• 

• •• • • • •••• 
• • • • • • •••• 
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Novarti5 Crop Protection, Inc . 
P.O. Box 18300 
Gre nsboro. NC ?7419-8300 
www.cp.u ;'\ovart,s.com 

l') NOV ARTIS Tel 336 632 6000 

May 3. 1999 

Mr. George LaRocca 
Office f Pe ticid Programs l--17504 
U.S. Environmental Protection Agcn y 
401 M Street .W. 
Washington, DC 20460 

SUBJECT: EMAMECTTN BENZOATE: PP NO. 6F4628; 
EMAMECTIN BE ZOATE TE HNICAL EPA REG . NO. 100-902 
DENIM™. PA REG. 0 . 100-903 
PRO LAlMTh\ PA REG. 0 . 100-904, 

OV ARTI ACCEPT AN E OF ONDmONAL REGISTRA IO . 

Dear Mr. LaRocca, 

Novartis has receivec.l the c.lraft document outlining the conditional registration · of 
cmameclin benzoat technical, Pro ·!aim and Denim. The propo ·ed regi . tration are 
conditional until 5/ 1/02 with two provisjon for data . ubmission to ecure full 
r gistration. o arti · plan · to fulfill both data requirements. pecifically, ovartis 
agrees to conduct or ·ecure a wai ver for an E. tuarine/Marine Invertebrate Life-cycle 
Study (Guideline 72b) by 5/l/0J . Novarti · will al. o cooperat with EPA to revise or 
rei · ·uc, if nece . ary. the tolerance enforcement methodology for emamectin b nzoale. lf 
you have any question · or commenls, pleru c contacl me al (336) 632-2391 . 

Senior RegulaLOf)' Manager 
Regulatory Affairs •••••• • • • • • 

•••••• • • •• 
••••• • • ••••• 

• ••• • • •••• 
• ••• • • • ••• 
-

• ••• • • •••• 
•••• • • • ••• 

• 
••• • • • •••• 
• •• • • • •••• 
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MAY 2 4 999 

I, George T. LaRocca, Insecticide Branch, Registration Division, Office Of Pesticide 
Programs, Office of Prevention, Pesticide and Toxic Substances, United States 
Environmental Protection Agency (EPA), certify that the pesticide product(s) listed 
below is, as of the date of this letter, a registered product with EPA under the Federal 
Insecticide, Fungicide, and Rodenticide Act (FIFRA), as amended and that as such , the 
product(s) may be sold and marketed in the United States of America as authorized 
and limited by FIFRA. A true and corrected copy of the product label approved by EPA 
is attached to accompany this letter. 

Registration of this/these product(s) with EPA also denotes that the registrant listed 
below is responsible for ensuring full compliance with all laws of the United States of 
America, or governing jurisdiction, regarding the, sale, storage and/or disposal of the 
product(s) . Further, the recipient of this letter is on notice that the status of the 
referenced registration and/or the accompanying label may change subsequent to the 
date of this letter. EPA assumes no responsibility to notify any recipient of this letter of 
any change in the status of the registration(s) and/or the product label for the product(s) 
listed below. 

EPA has issued registration numbers for the product(s) listed below to: 

NOVARTIS CROP PROTECTION, INC 
Post Office Box 18300 
Greensboro, North Carolina 27 419-8300 

George T. LaRocca 
Product Manager ( 13) 
Insecticide Branch 
Registration Division (7505C) 

Enclosure 

Product Name 
EMAME CTIN BENZOATE Technical 
PROCLAIM Insecticide 
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